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Abstract

Dostarlimab in combination with carboplatin—paclitaxel was approved for primary advanced or recurrent endometrial
cancer (pA/rEC). The first interim analysis (IAl) of RUBY Part | (NCT03981796) showed no significant exposure—
response (ER) relationship for progression-free survival or for the five most common dostarlimab-related adverse events
(AEs), except rash. Herein, we report the ER relationship between dostarlimab exposure and overall survival (OS) and
between dostarlimab exposure and dostarlimab-related AEs. Population pharmacokinetic model was based on IAl, and
the predicted exposure metrics from Cycle | were used to perform ER analysis at the second interim analysis (IA2). AE
analysis was completed for three periods: Cycles 1-6 (chemotherapy phase), Cycle 7 and beyond (monotherapy phase),
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and all cycles. Included in the OS analysis were 232 patients treated with dostarlimab + carboplatin—paclitaxel. Cox
regression of OS showed no significant ER relationship based on dostarlimab Cycle | exposure, except for rash and
arthralgia. The increase in predicted probabilities for rash and arthralgia for patients with high versus low exposure was
limited, ranging from 5.6% to 10.4% for rash and 4.3% to 17.7% for arthralgia (deemed not clinically relevant). These
data support the risk/benefit profile at the selected dose of dostarlimab + carboplatin—paclitaxel as standard of care in

patients with pA/rEC.
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Endometrial cancer (EC) is the sixth most commonly
diagnosed cancer among women globally and the sec-
ond most common type of gynecologic cancer.'” As
cancer incidence and mortality rates increase, there is
an urgent need for new treatment strategies to delay
cancer recurrence or progression and prolong patient
survival.> Recent advances have led to a new standard
of care for frontline treatment of primary advanced or
recurrent EC using a combination of immunotherapy
plus carboplatin—paclitaxel.*>

The immune checkpoint inhibitor dostarlimab is a
humanized monoclonal antibody of the immunoglob-
ulin G4 isotype that binds with high affinity and speci-
ficity to programmed cell death protein-1 (PD-1) and
blocks the interaction with its ligands, PD-L1 and PD-
L2.% At the first interim analysis (IA1) of Part 1 of the
Phase 3 RUBY trial (NCT03981796), there was a statis-
tically significant improvement in progression-free sur-
vival (PFS) in both the intent-to-treat population and
in patients with mismatch repair deficient/microsatellite
instability-high (AMMR/MSI-H) primary advanced or
recurrent EC who were treated with dostarlimab in
combination with carboplatin—paclitaxel followed by
dostarlimab monotherapy. This result led to the ap-
proval of the treatment regimen as a frontline therapy,
first in the United States and then in multiple countries
for patients with dMMR/MSI-H primary advanced
or recurrent EC.*7-10 At the second interim analysis
(IA2), dostarlimab in combination with carboplatin—
paclitaxel followed by dostarlimab monotherapy led to
statistically significant improvements in overall survival
(OS) in the intent-to-treat population, leading to label
expansion for frontline use in multiple countries includ-
ing the United States and EU for all adult patients with
primary advanced or recurrent EC.37:10

Pharmacokinetic (PK) and exposure-response (ER)
relationships of new agents provide important informa-
tion for selection of dosing regimens to optimize the
risk—benefit profile of new agents.!! A population PK
(PopPK) model and ER analysis for dostarlimab was
previously established using data from the GARNET
trial (NCT02715284).! This model was then validated
using data collected at IA1 (August 8, 2022) of Part

1 of the RUBY trial."* The PK model was also used
to obtain exposure metrics.!> At IAl, an ER analy-
sis explored the relationship between dostarlimab ex-
posure and PFS and no clinically significant exposure—
PFS relationship was found.'> However, the ER rela-
tionship to the critical endpoint of OS was not exam-
ined at TA1 because OS data were not sufficiently ma-
ture. Hence, the OS analysis is being reported in this ar-
ticle, which can be considered a confirmatory analysis
from a regulatory standpoint. Additionally, exposure—
safety responses were also examined at A1 for the five
most common adverse events (AEs; arthralgia, diar-
rhea, fatigue, nausea, and rash). No statistically signif-
icant effects were found among safety endpoints with
the exception of rash in all patients; however, this was
deemed not clinically relevant.'® In this updated anal-
ysis of exposure-safety responses, a longer follow-up
time with an additional 13 months than the previous
analysis is reported.

The aim of this analysis was to characterize the ER
relationship for dostarlimab at IA2 of Part 1 of the
RUBY trial. Herein, we report the ER relationship be-
tween dostarlimab exposure and OS and an updated
analysis of the ER relationship for the five most com-
mon dostarlimab-related AEs (fatigue, nausea, rash, di-
arrhea, and arthralgia).

Methods

Study Design

The protocol for the RUBY study was approved
by the Advarra Institutional Review Board (ref No
Pro00033913) and had institutional review board ap-
proval at each institution participating in the trial. All
patients provided informed consent for participation.
RUBY Part 1 trial sites can be found in the Supple-
mental Appendix. RUBY Part 1 is a Phase 3, ran-
domized, double-blind, multicenter study of dostar-
limab plus carboplatin—paclitaxel versus placebo plus
carboplatin—paclitaxel in patients with primary ad-
vanced or recurrent EC. Details of the study design
have been previously published.’* Patients were ran-
domized 1:1 to receive dostarlimab plus carboplatin—
paclitaxel or placebo plus carboplatin—paclitaxel fol-
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lowed by dostarlimab or placebo monotherapy. Pa-
tients received 500 mg intravenous (IV) dostarlimab or
placebo in combination with standard-of-care carbo-
platin (area under the curve [AUC], 5 mg-mg/mL) and
paclitaxel (175 mg/m?) every 3 weeks for 6 cycles fol-
lowed by 1000 mg IV dostarlimab or placebo every 6
weeks for up to 3 years, progressive disease, toxicity,
withdrawal of consent, investigator’s decision, or death
(whichever occurred first). Six cycles of dostarlimab
plus carboplatin—paclitaxel was chosen to align with the
regular treatment cycles for carboplatin—paclitaxel.

PopPK Model
The previously published PopPK model for dostar-
limab was initially created based on the GARNET trial
(data cutoff date: March 1, 2020),'> and was updated
using a combined dataset from GARNET (data cutoff
date, November 1, 2021) and RUBY Part 1 (data cutoff
date, August 8, 2022)."3 Details of the model develop-
ment, model evaluation, model validation, and meth-
ods have been previously published.!>!3

To avoid bias and minimize the confounding ef-
fects of baseline factors (baseline-driven ER) and
time-varying clearance (response-driven ER), exposure
based on Cycle 1 was selected for evaluating the ER
relationship. The predicted exposure metrics from Cy-
cle 1 were used to perform ER analysis at IA2 due
to the time-dependent clearance (CL), which decreases
over time, and because all modeled AEs had an early
onset in Cycle 1. The analysis was conducted across
three distinct time periods: Cycles 1-6 (chemother-
apy phase [dostarlimab plus carboplatin—paclitaxel or
placebo plus carboplatin—paclitaxel]); Cycle 7 and be-
yond (monotherapy phase [dostarlimab or placebo
alone]); and all cycles. This approach enabled compar-
ison of dostarlimab with chemotherapy and placebo.
Because of the limited number of PK samples collected
after IA1, no further PK analyses were performed at
IA2.13 The clinical relevance of statistically significant
covariates was determined by evaluating their effects
on steady-state pharmacokinetic parameters, including
the area under the concentration—time curve (AUC),
maximum concentration (Cp,y), and minimum con-
centration (Cy,;,), using forest plots. AUC, Cy,.x, and
Cnin were chosen for these analyses based on prior
experience from dostarlimab'? and other checkpoint
inhibitors'*'® to identify overall drug exposure and ef-
ficacy, acute safety, and sustained efficacy.

Bioanalytical Analysis

The bioanalytical assay used in this study was an
enzyme-linked immunosorbent assay (ELISA). Briefly,
the ELISA plate was coated with human PD-1 extra-
cellular domain-mlgG2aFc, then the samples and a
biotinylated anti-human IgG4 antibody were added.

Thereafter, streptavidin-horseradish peroxidase fol-
lowed by 3,3',5,5-tetramethylbenzidine were added.
The ELISA plate was analyzed using a plate reader
at 450 nm and the validated assay range was 32.0 to
814 ng/mL.

ER Analyses

ER Analyses: Efficacy and Safety. The ER analysis of
efficacy was the primary endpoint of OS, which was
defined as the time from randomization to the date
of death by any cause. The ER analysis of safety in-
cluded the five most common dostarlimab-related AEs
(fatigue, nausea, rash, diarrhea, and arthralgia) of any
grade occurring at any time as assessed by investigators.
Only data from the IA2 data cutoff date (September 22,
2023) were used in this analysis.

Statistical Analyses. ER analyses were performed in
R version 4.0.5 (Comprehensive R Network, http://
cran.r-project.org/). For the analysis, the placebo plus
carboplatin—paclitaxel group was assigned as conc =
0. Cox regression of OS was used to assess the ER
relationship with drug exposure as the independent
predictor. Logistic regression was used to describe
the relationship between dostarlimab exposure and
the occurrence of dostarlimab-related AEs. Covari-
ates included mismatch repair/microsatellite instabil-
ity status (AMMR/MSI-H or mismatch repair profi-
cient/microsatellite stable [MMRp/MSS]), disease sta-
tus in EC (recurrent, primary Stage III, or primary
Stage 1V), prior external pelvic radiotherapy (yes or
no), baseline Eastern Cooperative Oncology Group
performance status (ECOG PS; 0 [fully active] or 1
[ambulatory]), geographic location (Western Europe,
Eastern Europe, or North America), and histology (en-
dometrioid carcinoma or nonendometrial [categorized
as other]). Analysis of OS included patients in both the
dostarlimab and placebo arms. Formulas for time-to-
event modeling can be found in the Supplemental Ap-
pendix.

Analysis of safety included patients from both the
dostarlimab plus carboplatin—paclitaxel arm and the
placebo plus carboplatin—paclitaxel arm or from only
the dostarlimab plus carboplatin—paclitaxel arm. Bi-
nary data for the five most common dostarlimab-related
AEs (fatigue, nausea, rash, diarrhea, and arthralgia) as
assessed by investigators were analyzed using univari-
ate logistic regression. The analysis was conducted us-
ing exposure metrics across three distinct time frames.
A multivariate logistic regression was used for the
dostarlimab-related AEs and time periods that showed
significant univariate ER relationships. Covariates in-
cluded those discussed previously for OS with the ex-
ception of histology, which was not included in the
safety analysis.
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Table 1. Patient Demographics

Dostarlimab 4 CP Placebo + CP All Patients

Characteristic, n (%) (n = 232) (n = 246) (N = 478)
MMR/MS| status

dMMR/MSI-H 49 (21.1) 65 (26.4) 114 (23.8)

MMRp/MSS 183 (78.9) 181 (73.6) 364 (76.2)
Disease status

Primary Stage Il 44 (19.0) 44 (17.9) 88 (18.4)

Primary Stage IV 73 (31.5) 83 (33.7) 156 (32.6)

Recurrent 115 (49.6) 119 (48.4) 234 (49.0)
ECOG PS

0 (fully active) 142 (61.2) 159 (64.6) 301 (63.0)

1 (ambulatory)? 90 (38.8) 87 (35.4) 177 (37.0)
Geographic location

Eastern Europe 13 (5.6) 14 (5.7) 27 (5.6)

Western Europe 55 (23.7) 46 (18.7) 101 (21.1)

North America 164 (70.7) 186 (75.6) 350 (73.2)
Histology

Endometrioid carcinoma 110 (47.4) 111 (45.1) 221 (46.2)

Other 122 (52.6) 135 (54.9) 257 (53.8)
Prior external pelvic radiotherapy

No 192 (82.8) 201 (81.7) 393 (82.2)

Yes 40 (17.2) 45 (18.3) 85 (17.8)

CP, carboplatin—paclitaxel; dMMR, mismatch repair deficient; ECOG PS, Eastern Cooperative Oncology Group performance status; MSI-H, microsatellite

;nstability-high; MMRp, mismatch repair proficient; MSS, microsatellite stable.

One patient in the placebo + CP arm had ECOG PS 2 and was included in the ECOG PS 1 group in this analysis.

Results

Data Selection

In Part 1 of the RUBY trial, 494 patients were random-
ized: 245 to dostarlimab plus carboplatin—paclitaxel
and 249 to placebo plus carboplatin—paclitaxel. The
PK analysis population included 232 patients treated
with dostarlimab plus carboplatin—paclitaxel with >2
quantified dostarlimab concentrations and 246 patients
treated with placebo plus carboplatin—paclitaxel. Pa-
tient characteristics were well balanced across trial
arms in the overall population (Table 1). Most pa-
tients (n = 229, 98.7%) treated with dostarlimab plus
carboplatin—paclitaxel had a negative antidrug anti-
body (ADA) status; the remaining 3 patients (1.3%)
were missing ADA information. The majority of pa-
tients (84.5%) were missing information on neutraliz-
ing antibody status; hence, ADA and neutralizing anti-
body status were not included in the analysis. Overall,
114 patients (23.8%) had dMMR/MSI-H EC and 364
(76.2%) had MMRp/MSS EC (Table 1). At baseline, 88
(18.4%), 156 (32.6%), and 234 patients (49.0%) had pri-
mary Stage 111, primary Stage IV, and recurrent EC, re-
spectively (Table 1).

ER Analysis

Overall Survival. A total of 232 OS observations from
232 patients from the dostarlimab plus carboplatin—
paclitaxel arm were used for the OS evaluation. A sum-

mary of exposure metrics for patients included in the
ER analysis of OS is shown in Table S1. Patients were
predicted to have a mean (standard deviation) AUC
of 32 300.00 (5850.00) mg-h/L, Cpax of 147.00 (26.40)
mg/L, and Cy,j, of 39.70 (9.94) mg/L.

The OS probability over time for the three expo-
sure metrics, AUC, Cp,x, and Cy,, during the first 21
days after the first dose is shown in Figure 1. The two
lowest Cy.x ranges [73.4-127.75 mg/L] and (127.75-145
mg/L] demonstrated a numerically higher OS probabil-
ity; however, the confidence intervals overlap with the
other evaluated ranges (Figure 1B). OS was indepen-
dent of the three exposure metrics.

Cox regression was performed without stratification
for the three exposure metrics after adjusting for the
covariates. Cox regression of OS showed no statisti-
cally significant ER relationship (P > .05) based on
dostarlimab Cycle 1 exposure (Table 2). All evaluated
exposure metrics showed consistent outcomes for OS.
Hazard ratios of the tested covariates can be found in
Figure 2. Most tested covariates had 95% confidence in-
tervals that included 1, indicating no significance. How-
ever, with all of the subgroups, the treatment difference
was exploratory and should be interpreted with cau-
tion, as the analysis was not powered to detect differ-
ences in any of the subgroups.

Given the mechanism of action of dostarlimab, a
greater OS benefit was expected in the IMMR/MSH-
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Figure 1. OS versus time stratified by AUC (A), Cpax (B),and Ci, (C) exposure quartiles. AUC and C,,,, during the first 21 days; Cpin
at day 21. Lines indicate OS probability; vertical lines indicate censoring; shaded area indicates 95% confidence interval; parentheses
indicate excluded endpoint; brackets indicate included endpoint. AUC, area under the curve; C,,.x, maximum concentration; Cpn,
minimum concentration; OS, overall survival.
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Table 2. HR Multivariate OS Analysis with C.ih, Crax, and AUC
as Covariates

Exposure Metric HR (95% Cl) P Value
Cuin 0.99 (0.972-1.01) 0.43
Crnax 1.00 (0.995-1.01) 0.45
AUC 1.00 (1.00-1.00) 0.90

AUC, area under the curve; Cl, confidence interval; Cpax, maximum con-
centration; Cpyin, minimum concentration; ECOG PS, Eastern Coopera-
tive Oncology Group performance status; HR, hazard ratio.

HR was obtained after adjusting for prior external pelvic radiotherapy
(yes/no), histology (endometrioid carcinoma/other), geographic location
(North America/Eastern Europe/Western Europe), baseline ECOG PS
(0/1), and disease status in endometrial cancer (lll/IV). AUC and Cpax
were during the first 21 days of treatment, whereas Cp,i, was at day 21.

H group compared with the MMRp/MSS group. Com-
pared with placebo plus carboplatin—paclitaxel, dostar-

limab plus carboplatin—paclitaxel reduced deaths by
21% with a hazard ratio of 0.79 (95% confidence in-
terval, 0.60-1.04; nominal stratified log-rank test, P
=.0493) in the MMRp/MSS population,? indicating an
OS benefit in this population as well.

Safety Analysis. In total, 478 patients (232 receiving
dostarlimab plus carboplatin—paclitaxel; 246 receiving
placebo plus carboplatin—paclitaxel) were included in
the ER analysis of safety with approximately 13 ad-
ditional months of follow-up at IA2 compared with
IA1."3 The mean (standard deviation) predicted AUC,
Cmax, and Cy;, for the safety population were the same
as for the OS population. Consistent with the previous
IAT1 results, there were no statistically significant ER re-
lationships for diarrhea, fatigue, or nausea.'3

A significant ER relationship (P < .05) was observed
for rash with all three exposure metrics at all time pe-
riods when all patients were included in the analysis
(Figure 3), consistent with IA1.'> When placebo plus
carboplatin—paclitaxel-treated patients were excluded,
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Figure 2. Hazard ratio multivariate analysis overall survival. AUC and C,., during the first 21 days; C,,, at day 21. Circles indi-
cate hazard ratios; lines indicate 95% confidence interval. AUC, area under the curve; C,,.., maximum concentration; C,,, minimum
concentration; DIAG, tumor diagnosis (reference, mismatch repair deficient/microsatellite instability-high); DISSTAT, disease status in
endometrial cancer (reference, primary Stage lll); ECOG, baseline Eastern Cooperative Oncology Group fully active (ECOG = 0)
performance status (reference,ambulatory [ECOG = 1]); GL, geographic location (reference, North America); HISTOLOG, histology
(reference, endometrioid carcinoma); MMRp, mismatch repair proficient; MSS, microsatellite stable; PELRAD, prior external pelvic

radiotherapy (reference, no).
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Figure 3. Rash versus exposure metrics:all cycles. AUC and C,,x during the first 21 days; C,,;, at day 21.Lines indicate predicted prob-
ability; shaded area indicates 95% confidence interval; circles indicate data. AUC, area under the curve; C,,,x, maximum concentration;

Cinin» minimum concentration; CP, carboplatin—paclitaxel.

the ER relationships for rash were no longer signifi-
cant. The increase in predicted probability for rash in
all patients was limited (between 5.6% and 10.4% for
patients with high exposure [90th percentile] versus low
exposure [10th percentile], depending on the exposure
metric and time period assessed), and the relationship
was deemed not clinically relevant (Table S2). The mul-
tivariate analysis for rash for all patients in Cycles 1-6,
Cycle 7 and beyond, and all cycles showed significant
exposure metrics (Figure 4). ECOG PS status of fully
active (ECOG PS = 0) had a higher risk of rash than
ambulatory (ECOG PS = 1) in Cycles 1-6 and all cycles
under all exposure metrics.

Arthralgia exhibited a significant ER relationship
(P < .05) in Cycle 7 and beyond for C,;, for both
analysis populations (all patients and dostarlimab plus
carboplatin—paclitaxel treatment arms only; Figure 5).
A significant ER for AUC was identified when all pa-
tients were included in the analysis, but this relation-
ship was not significant when only the dostarlimab plus

carboplatin—paclitaxel treatment arm was included, in-
dicating that the prevalence of arthralgia in the placebo
arm was low enough to render this relationship signifi-
cant (prevalence of 9.9% and 5.7% for patients treated
with dostarlimab and placebo, respectively, in Cycle 7
and beyond). There was an increase in predicted prob-
abilities of arthralgia by 4.3% and 6.5% with increasing
exposure (10th vs 90th percentile) for AUC and Cyy,, re-
spectively, for all patients, whereas there was an increase
in the predicted probability of arthralgia with increas-
ing exposure (10th vs 90th percentile) by 17.7% for Cyy,
for only those patients treated with dostarlimab (Table
S2).

Multivariate logistic regression was performed for
the dostarlimab-related AEs and time periods that
showed significant univariate ER relationships. The ex-
posure metrics were still found to be significant. In ad-
dition, patients with MMRp/MSS status were found
to have a lower risk of arthralgia than patients with
dMMR/MSI-H status in the time period Cycle 7 and
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Figure 4. Odds ratio multivariate analysis, rash, for Cycles 1-6 (A), Cycle 7 and beyond (B), and all cycles (C) for all patients. AUC
and C,,x during the first 21 days; C,, at day 21. Circles indicate odds ratios; lines indicate 95% confidence intervals. AUC, area
under the curve; C,,,x, maximum concentration; C.,;,, minimum concentration; DIAG, tumor diagnosis (reference, mismatch repair
deficient/microsatellite instability-high); DISSTAT, disease status in endometrial cancer (reference, primary Stage Ill); ECOG, baseline
Eastern Cooperative Oncology Group fully active (ECOG = 0) performance status (reference, ambulatory [ECOG = 1]); GL, geo-
graphic location (reference, North America); MMRp, mismatch repair proficient; MSS, microsatellite stable; PELRAD, prior external
pelvic radiotherapy (reference, no).
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Figure 5. Arthralgia versus exposure metrics: Cycle 7 and beyond. AUC and C,,x during the first 21 days; C,, at day 21. Lines
indicate predicted probability; shaded area indicates 95% confidence interval; circles indicate data. AUC, area under the curve; C..,
maximum concentration; C,,;,, minimum concentration; CP, carboplatin—paclitaxel.

beyond for all patients and for only dostarlimab-treated
patients for all three exposure metrics (Figure 6).

Discussion

In this study, we characterized the ER relationship
between dostarlimab exposure and OS, and between
dostarlimab exposure and the five most common
dostarlimab-related AEs (fatigue, nausea, rash, diar-
rhea, and arthralgia) in IA2 of RUBY Part 1 at the data
cutoff date of September 22, 2023. OS is a gold stan-
dard in oncology efficacy endpoints and is often consid-
ered a confirmatory analysis across regulators. Cox re-
gression of OS showed no ER relationship for the three
exposure metrics, demonstrating that the exposure—
efficacy relationship achieved a plateau over the range
of exposures achieved with the dosing regimen used
in Part 1 of the RUBY study. Exposure to the im-
mune checkpoint inhibitor dostarlimab is associated
with immune-mediated adverse events, including pneu-
monitis, colitis, hepatitis, and dermatologic reactions,

among others.” In this study, the safety analysis focused
on the five most common dostarlimab-related AEs as
assessed by investigators. No statistically significant ER
relationships were observed for diarrhea, fatigue, and
nausea. Only rash and arthralgia exhibited significant
ER relationships.

AtIA1 of RUBY Part 1, there was no significant ER
relationship for PFS.!* The only covariate that showed
a significant ER relationship was geographic location,
wherein patients in Eastern Europe had a reduced like-
lihood of PFS when treated with dostarlimab plus
carboplatin—paclitaxel. However, there were a limited
number of patients within this location therefore the
analysis should be interpreted with caution because of
the small sample size. Also found at IA1 of RUBY Part
1, Cox regression of the duration of response showed
no ER relationship for AUC, C,,.x, and Cy,. At IA2 of
RUBY Part 1, dostarlimab plus carboplatin—paclitaxel
showed a statistically significant and clinically meaning-
ful OS benefit in patients with primary advanced or re-
current EC.? In this study, consistent OS benefits were
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Figure 6. Odds ratio multivariate analysis, arthralgia, Cycle 7 and beyond for (A) all patients and (B) dostarlimab-treated patients.
AUC and C,,,x during the first 21 days; C.,, at day 21. Circles indicate odds ratios; lines indicate 95% confidence intervals. No
events were seen in the category Eastern Europe, so Eastern Europe and Western Europe were placed together in the category
Europe. AUC, area under the curve; C,,,x, maximum concentration; C,,, minimum concentration; DIAG, tumor diagnosis (reference,
mismatch repair deficient/microsatellite instability-high); DISSTAT, disease status in endometrial cancer (reference, primary Stage Ill);
ECOG, baseline Eastern Cooperative Oncology Group fully active (ECOG = 0) performance status (reference, ambulatory [ECOG
= 1]); GL, geographic location (reference, North America); MMRp, mismatch repair proficient; MSS, microsatellite stable; PELRAD,
prior external pelvic radiotherapy (reference, no).
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observed across the range of exposures (AUC, Cpax,
and Cmin)-

The safety data observed at IA2 differ from IAl
in follow-up time, with IA2 having an additional
13 months of follow-up.!*> The five most common
dostarlimab-related AEs (fatigue, nausea, rash, diar-
rhea, and arthralgia) at TA2 (data cutoff date, Septem-
ber 22, 2023) were the same as the five most com-
mon dostarlimab-related AEs at IA1 (data cutoff date,
August 08, 2022), with similar prevalence. At 1Al of
RUBY Part 1, there was no significant ER relationship
for the five most common dostarlimab-related AEs, ex-
cept for rash.”® Similarly, at IA2, no clinically mean-
ingful ER relationships between dostarlimab exposure
and safety were seen because the range of observed ex-
posure from the regimen in the RUBY study did not
affect the incidence of AEs.!’ There was no statisti-
cally significant ER relationship for diarrhea, fatigue,
and nausea in either analysis."> However, both analy-
ses revealed a significant ER relationship for rash and
all three exposure metrics at all time periods when all
patients were included in the analysis, with increased
probability between 5.6% and 10.4% at IA2 depend-
ing on the exposure metric and time period, which was
comparable to the 5.2%-10.0% probability identified at
IA1.13 Skin-related AEs are commonly associated with
chemotherapy and immune checkpoint inhibitor treat-
ment but are managed with supportive measures and
treatments.!”'® However, when only dostarlimab plus
carboplatin—paclitaxel-treated patients were included
the analysis, the ER relationship was no longer signif-
icant since the relationships were less supported in the
narrower range of exposures. The increase in predicted
probability for rash in all patients was limited, depend-
ing on exposure metric and time period; therefore, the
relationship was deemed not clinically relevant.

Conversely, in this updated analysis, arthralgia ex-
hibited a statistically significant ER relationship in Cy-
cle 7 and beyond for C,,;, for all patients and for the
dostarlimab plus carboplatin—paclitaxel treatment arm
only. The ER relationship for AUC was statistically sig-
nificant when all patients were included in the analy-
sis. The prevalence of arthralgia in the placebo arm was
low enough to render this relationship significant. From
Cycle 7 and beyond, arthralgia of any grade was experi-
enced by 14.1% of patients in the dostarlimab arm and
0.5% of patients in the placebo arm; grade >3 arthral-
gia was experienced by 7.6% of patients in the dostar-
limab arm and 0.5% of patients in the placebo arm."
The updated analyses from A2 indicate that treatment
with dostarlimab plus carboplatin—paclitaxel may re-
sult in increased risk of arthralgia for all patients. This
observation is not surprising, as newly induced muscu-
loskeletal and rheumatic diseases are common AEs as-

sociated with immune checkpoint inhibitor therapy but
can be managed with treatment.?’

The PopPK model used to describe dostarlimab PK
previously demonstrated similar PK properties to other
anti-PD-1 monoclonal antibodies.!? In this study, be-
cause of the time-varying clearance, Cycle 1 exposure
was used in the ER analysis for the three different peri-
ods to avoid potential bias as described by Dai et al.?!
In addition, Cycle 1 exposure was used to represent ex-
posure early in treatment, given it was expected that
the first dostarlimab-related AE occurred earlier rather
than later after dostarlimab administration. While lo-
gistic regression was used to describe the relationship
between dostarlimab exposure and dostarlimab-related
AEs, this approach is limited because it does not ac-
count for the timing of AE onset, for which a time-to-
event analysis could provide additional insight. In Cy-
cle 1, all dostarlimab-treated patients received a dose
of 500 mg. For the ER analyses, only the 500-mg dose
regimen was used to establish exposure. This was a lim-
itation because the ER analysis used only the 500-mg
dose regimen from the Phase 3 RUBY trial and did not
involve a wide range of doses. However, the exposure
range varied 3-6-fold depending on the exposure met-
rics (Table S1). The increased risk of rash and arthral-
gia with dostarlimab exposure was limited within this
studied dose regimen and was generally consistent with
the association of these potential AEs that has been de-
scribed for any exposure to immunotherapy.>>>

Conclusion

These data support the benefit/risk profile of dostar-
limab at the selected dose in combination with
carboplatin—paclitaxel as a new standard of care in pa-
tients with primary advanced or recurrent EC and fur-
ther investigation of the combination in other tumor

types.
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