Time Course of Treatment-Related Adverse Events During Dostarlimab Therapy in the GARNET Trial

Background

Results

Bhavana Pothuri,’ Dominique Berton,? Victor Moreno,?® Ana Oaknin,* José Trigo,®> Giuseppe Curigliano,® Susan Ellard,’
Joanna Pikiel,® Susana Banerjee,® Maria Pilar Barretina-Ginesta,'® Rowan Miller," Anna V. Tinker,'?> Andrea Jewell,'3
Ruth Plummer,'# Florence Joly,'® Jennifer Veneris,'® Tao Duan,'® Thierry André'”

'Department of Obstetrics/Gynecology, Perimutter Cancer Center, NYU Langone Health, New York, NY, USA; 2GINECO & Institut de Cancerologie de I'Ouest,
Centre René Gauducheau, Saint-Herblain, France; 3SSTART Madrid—FJD, Fundacién Jiménez Diaz Hospital, Madrid, Spain; 4Vall d’'Hebron University
Hospital, Vall d’'Hebron Institute of Oncology (VHIO), Barcelona, Spain; SMedical Oncology Department, Hospital Virgen de la Victoria IBIMA, Malaga, Spain;
Division of Early Drug Development for Innovative Therapies, IEO, European Institute of Oncology IRCCS, and University of Milano, Milan, ltaly; "BC

Cancer—Kelowna, Kelowna, BC, Canada; 8Regional Center of Oncology, Gdansk, Poland; °The Royal Marsden NHS Foundation Trust and Institute of Cancer
Research, London, UK; "%Institut Catala d'Oncologia, Hospital Universitari Dr. Josep Trueta, Girona, Spain; '"University College London, St. Bartholomew’s
Hospital London, London, UK; 2BC Cancer, Vancouver, BC, Canada; "3University of Kansas Medical Center, Kansas City, KS, USA; “Northern Institute for
Cancer Research Medical School, University of Newcastle upon Tyne, London, UK; Medical Oncology Department, Centre Francois Baclesse, Caen,
France; '*GSK, Waltham, MA, USA; '"Sorbonne University and Saint-Antoine Hospital, Paris, France

Dostarlimab is a humanized programmed death 1 (PD-1) receptor monoclonal Table 1. Safety Summar Figure 3. Grade 23 TRAEs Occurring in 21% of Patients, by Cycle Table 2. Patients on Treatment at the Start of Each Dostarlimab Cycle
. . : : . \ y y
antibody that blocks interaction with the ligands PD-L1 and PD-L2
- In the US, dostarlimab is approved as a monotherapy in adult patients Cohort A1 Cohort A2 Cohort F Cohort E Woveral Wl avwrec Bl mwRoEC B avmRnonec B nscic I Other Overan] €1 | €62 | C3 | C4 | C5 | C6 | C7 | C8 | C9 | C10 | C11 | gy,
. . Overall dMMR Other? w1 w4 w7 w10 | W13 | W19 | W25 | W31 | W37 | W43 | W49
- with the f0||ow|ng; Event, n (%) dMMR EC MMRp EC NSCLC _ . .
—_— (N=515) (N=126) (N=145) non-EC (N=67) (N=36) . Anemia 15 Lipase increased®
* Recurrent or advanced mismatch repair deficient (dIMMR) (N=141) 1 . Monotherapy overall 515 515 468 421 382 322 250 214 195 174 153 132 101
endometrial cancer (EC) that has progressed on or after a platinum- asw aew : Q3w aew i
containing regimen! Any TEAE 504 (97.9) 120 (95.2) 145 (100.0) 137 (97.2) 67 (100.0) 35 (97.2) _ _ AR EC o5 o6 s 07 " - o 0 s - " 0 ”
10+ 10+
« A dMMR solid tumor that has progressed Grade 23 TEAE 259 (50.3) 61 (48.4) 81 (55.9) 61 (43.3) 37 (55.2) 19 (52.8) ?2— l E MMRp EC 145 145 130 116 99 73 54 44 39 34 30 23 14
on or after prior treatment and who have no satisfactory alternative 2 2
treatment options? Any-grade TRAE 346 (67.2) 80 (63.5) 104 (71.7) 96 (68.1) 46 (68.7) 20(55.6) = . = dMMR non-EC 141 | 141 | 127 | 115 | 107 | o7 77 66 60 57 52 47 33
In. the EU, dostarlimab is approved as a mono_the_rapy in adul.t patients Grade 23 TRAE 70 (13.6) 17 (13.5) 28 (19.3) 12 (8.5) 9 (13.4) 4 (11.1) . | . 5 NSCLC o7 o7 6 - - " ” 2 20 - 20 19 17
with recurrent or advanced dMMR/microsatellite instability—high (MSI-H) Jsz o |.:2 = ol a1 23 o 3 5 S
EC that has progressed on or after treatment with a Treatment-related SAE 40 (7.8) 12 (9.5) 13 (9.0) 9 (64) 5 (7.5) 1(2.8) Toa | o] 2 B I B B B B I B B I I A B B B B I B B Others 36 36 34 29 26 22 16 12 12 11 8 4 3
platinum-containing regimen3
Any TRAE leading to Fatigue ) ALT increased® aOther includes 19 patients with MMR status unknown EC, 13 patients with MMR status unk -EC, and 4 patients with MMRp non-EC. C, cycle; dMMR, mismatch repai
safety of dostarlimab monotherapy in patients with solid tumors* ' Q3w QeW 1 Q3w Q6w
et 0 0 0 0 0 0 ] ] Table 3. Resolution of Grade 23 TRAEs
a0ther includes 19 patients with MMR status unknown EC, 13 patients with MMR status unknown non-EC, and 4 patients with MMRp non-EC. dMMR, mismatch repair deficient; EC, g g . - Median time to
- - endometrial cancer; MMR, mismatch repair; MMRp, mismatch repair proficient; NSCLC, non—small cell lung cancer; SAE, serious adverse event; TEAE, treatment-emergent adverse 3 3 Category Patients V\;Igh TRAE, Resotl)ved, resolution,
event; TRAE, treatment-related adverse event. E Il N=: n (%)
£ £ (range), days
T Investigations 23 18 (78.3) 15.5 (1-107)
To evaluate the time of onset of TRAEs and |rTRAEs during dostarlimab treatment Figure 2. TRAEs Occurring in 210% of Patients, by Cycle = 1 j Gastrointestinal disorders 16 12 (75.0) 19.5 (2-69)
across the part .ZB CO!’](?I’TS of the GARNET trial: cohort A1 (dMMR EC)’ cohort A2 Total | C1 |2 <2 |° c3 | o | C5 ] o | o | c8 o | Cl0 | Ci1 | Wear v > o o PP P S o T o e Blood and lymphatic system disorders 12 12 (100) 8.0 (2-64)
(mismatch repair proficient [MMRp] EC), cohort E (non—small cell lung cancer wiolows Dowr Dowio Towis Towie Towes T owst T owaer T owa T was G w b P T T DS s s T s - EE— -
[NSCLC]), and cohort F (dMMR non-EC) M owerai B ovvrec B MMRoEC B dMMRnonec [ nscic [ Others N Diarrhea® General disorders and administration site conditions 11 7 (63.6) 11.0 (2-22)
| « 70 patients (1 36%) experienced grade >3 TRAES, and Metabolism and nutrition disorders 7 6 (85.7) 17.0 (1-45)
2 Fatigue 26 Diarrhea : Qsw Qsw these events tended to occur in early cycles Skin and subcutaneous tissue disorders 5 5 (100) 14.0 (3-30)
Qsw Qsw 10 — Increases in the incidence of the grade =23 TRAEs of Endocrine disorders 4 3(75.0) 15.0 (6-16)
20 T c . c .
) r fatlgue and Ilpase increased were seen in some Respiratory, thoracic, and mediastinal disorders 4 2 (50.0) 9.5 (3-16)
GAIIt:\fNIE'[ is a pthase 1, multicenter, open-label, single-arm study of dostarlimab in : 2 : £ (13888“; ;lgglé\]/ (é)g(:ﬁ] s following the increase to the Vascular disorders p 4(100) 3.0 (1-27)
multiple tumor types g 2 T 5
g 2 ° l ] . . o ] ] Infections and infestations 3 2 (66.7) 5.0 (5-5)
In part 2B, dostarlimab was dosed at the recommended therapeutic dose determined g < ) * Grade 23 irTRAEs occurring in 1% of patients (lipase Hepatobiliary disorders 2 2 (100) 14.5 (11-18)
from parts 1 and 2A i e o o increased, ALT increased, and diarrhea) occurred '
) N 2 . B B |° S — throughout the course of treatment Nervous system disorders 2 2 (100) 9.0 (1-17)
» 500 mg intravenously every 3 weeks for 4 cycles, then 1000 mg every 6 weeks I I °’| . i i TR R e s e Injury, poisoning, and procedural complications 1 1(100) 1.0 (1-1)
. . . . . . . 4 2 | | ) ’ . -
until disease progression or discontinuation (Figure 1) wlwml el Tt Db D Tas T e I Tl TR E e T W L W D Do e I 20ther includes 19 patients with MMR status unknown EC, 13 patients with MMR status unknown non-EC, and 4 patients with MMRp non-EC; o _
bLipase increased, ALT increased, and diarrhea were the only grade 3 irTRAEs occurring in 21% of patients. Musculoskeletal and connective tissue disorders 1 1(100) 30.0 (30-30)
ALT, alanine aminotransferase; C, cycle; dMMR, mismatch repair deficient; EC, endometrial cancer; MMR, mismatch repair; MMRp, mismatch repair proficient; NSCLC, non—small cell lung cancer; Q3W, every o ) ) ] ) ) ) )
. = 3 weeks; Q6W, every 6 weeks; TRAE, treatment-related adverse event; W, week. alndividual patients may have experienced more than one category of grade =23 TRAE; °If a patient experienced the same event multiple times the highest grade was taken. If a
Flgure 1. GARNET StUdy DOSI“g Schedule Asthenia Nausea patient experienced the same event with the same grade more than once, the longest time to recovery was taken. If a patient experienced the same event multiple times within the
25+ 25+ highest grade within the same time to recovery, all events must have resolved to be counted.
. . . TRAE, treatment-related adverse event.
Q3W Q6w Q3W QW Figure 4. Most Common irTRAE: Hypothyroidism, by Cycle
20 20+
500 3w 6l d1'000 mg Q6W . _ . B overal M dgvvreEc EM vvRpec M duMRnon-Ec M nscic M Other .
(1c clem-g3Qweeks) uc:‘r Ln;zizz?a%nzgt:)(;siizfyn ?5- ?5- | CO“CIUS'O"S
y (1 cycle = 6 weeks) 8 g - Hypothyroidism - The only irTRAE that was seen in more than 5% of .« N fotv sianal detected with dostarlimab dlto oth {i_PD-1 inhibit
E 2 oW . oW patients was hypothyroidism O new sarety signals were aetected wi ostariimab comparead to other anti—FD-1 Inhibitors
F — No cases of hypothyroidism were grade 23 e Most treatment-related adverse events (TRAEs) were low grade and occurred in the first 4 cycles
. . . . the first 12 weeks of treatment
Cycle | 1 2 3 4 5 6 7 Continue . ; q s |:i - - The majority (52.9%) of hypothyroidism cases occurred ( )
dosing QW R A I A A A A g during cycles 1-4, whereas 47.1% of cases occurred — Some cases occurred later, suggesting a need for ongoing monitoring
WD E ¢ e I [ 25 % during or after cycle 5 _ — The irTRAE hypothyroidism peaked during cycle 4 and occurred throughout the study period
— The peak occurrence was at cycle 4, with 13 cases e Few increases in the incidence of TRAEs were seen during cycle 5, following the transition to the
Qaw, 3 weeks; Q6W, 6 weeks.  Few TRAEs were seen in 210% of patients overall 3 29.) occurrina during this cvcle . ’
SYely o eels: BRI, eren B este P 9E200) g 9 y 1000 mg every 6 weeks (Q6W) dosing schedule
. . . . - More than 72% of TRAES, including fatigue, diarrhea, asthenia, and nausea, occurred during cycles 1-4 2 — Hypothyroidism can occur throughout dostarlimab oy o " . . .
MMR status was determined by local immunohistochemistry dtatg 9 o [ ST Gz ] G oh ] G ] oo | Cr ] G5 [ G| Cu ] ST Wer treatment, reflecting a need for ongoing monitoring — The TRAEs with increased incidence after transition were fatigue and lipase increased
Prlmary endeIntS were evaluatlon Of antltumor aCtIVIty (In terms Of ObJeCtlve response aOther includes 19 patients with MMR status unknown EC, 13 patients with MMR status unknown non-EC, and 4 patients with MMRp non-EC. C, cycle; dMMR, mismatch repair deficient; Acrolsi_ the Cate_gor:'!es 01; gtragg d3 TRAES Observed’ the majorlty reSOIVed Wlth gl medlan tlme tO
i il EC, endometrial cancer; MMR, mismatch repair; MMRp, mismatch repair proficient; NSCLC, non—small cell lung cancer; Q3W, every 3 weeks; Q6W, every 6 weeks; TRAE,treatment- aOther includes 19 patients with MMR status unknown EC, 13 patients with MMR status unknown non-EC, and 4 patients with MMRp non-EC. C, cycle; dMMR, mismatch repair deficient; EC, endometrial cancer; resoliution rangin rom (0] ays
rate and duratlon Of response)’ Safety’ and t0|erablllty related adverse event; W, week. ir, immune-related; MMR, mismatch repair; MMRp, mismatch repair proficient; NSCLC, non-small cell lung cancer; Q3W, every 3 weeks; Q6W, every 6 weeks; TRAE, treatment-related adverse event; W, week. g g y
The data cutoff date was March 1, 2020

BP reports institutional grant support from AstraZeneca, Celsion, Clovis Oncology, Genentech/Roche, Karyopharm, Merck, Mersana, and Tesaro/GSK; and advisory board fees from Arquer
Diagnostics, AstraZeneca, Celsion, Clovis Oncology, Deciphera, Eisai, Elevar Therapeutics, Imab, Merck, Mersana, Sutro Biopharma, Tesaro/GSK, and Toray. VM reports personal fees from
Bayer, Bristol Myers Squibb, Janssen, and Pieris. AO reports consulting fees from AstraZeneca, Deciphera Pharmaceuticals, Genmab, GSK, Immunogen, Mersana Therapeutics, MSD,
Roche, and Sutro; institutional grants from Abbvie Deutchland, Ability Pharmaceuticals, Advaxis Inc, Aeterna Zentaris, Amgen SA, Aprea Therapeutics AB, Bristol Myers Squibb, Clovis
Oncology Inc, Eisai Ltd, F. Hoffmann—La Roche Ltd, GSK, Immunogen Inc, Merck Sharp & Dohme de Espana SA, Millennium Pharmaceuticals Inc, PharmaMar, and Regeneron
Pharmaceuticals; and travel support from AstraZeneca, Clovis Oncology, PharmaMar, and Roche. JT reports institutional grants from AstraZeneca and MSD; and personal fees from
AstraZeneca, Boehringer, Bristol Myers Squibb, MSD, and Takeda. GC reports personal fees from Bristol Myers Squibb, Daichii Sankyo, Ellipsis, Lilly, Novartis, Pfizer, Roche, and Seattle
Genetics. SE reports GSK stock ownership. JP reports honoraria from Amgen, Clovis Oncology, GSK, Icyte, Novartis, Odonate Therapeutics, Pfizer, Regeneron, and Roche; and travel
support from Roche. SB reports honoraria from Amgen, AstraZeneca, Clovis Oncology, GSK, Pfizer, and Takeda; consulting fees from Amgen, AstraZeneca, GenMab, GSK, Immunogen,
Merck Serono, Mersana, MSD Oncology, OncXerna, Pfizer, and Roche; institutional grants from AstraZeneca and GSK; and travel support from NuCana BioMed. MPBG reports consulting or
advisory role fees from AstraZeneca, Clovis Oncology, GSK, MSD,

and Roche; and travel support from AstraZeneca, GSK, MSD, PharmaMar, and Roche. RM reports consultant fees from AZD, Clovis Oncology, Ellipses, GSK, MSD, and Shionogi; speakers’
bureau fees from AZD, Clovis Oncology, GSK, and Roche; travel grants from AZD and GSK; and trial funding from MSD. AT reports institutional grants from AstraZeneca; and personal fees
from AstraZeneca and Eisai. RP reports honoraria for advisory boards from Astex Therapeutics, Bayer, Biosceptre, Bristol Myers Squibb, CV6 Therapeutics, Cybrexa, Ellipses, GammaDelta
Therapeutics, Medivir, Novartis, Pierre Faber, and Sanofi Aventis; payment for delivery of educational talks or chairing educational meetings by AstraZeneca, Bayer, Bristol Myers Squibb,
GSK, and Novartis; and travel support from Bristol Myers Squibb and MSD. FJ reports honoraria from Amgen, Astellas Pharma, AstraZeneca, GSK, Ipsen, Roche, and Sanofi; and consulting

This study (NCT02715284) was funded by GSK (Waltham, MA, USA) GSK. Jemperli. https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/761174s000Ibl.pdf. Accessed August 23, 2021.

Writing and editorial support, funded by GSK and coordinated by Heather Ostendorff-Bach, PhD, of GSK, were provided by Shannon Morgan-Pelosi, PhD, and Jennifer Robertson,
PhD, of Ashfield MedComms, an Ashfield Health company (Middletown, CT, USA) for the original presentation, and by Eva Kane, PhD, and Victoria Hunter, MSc, for the
current presentation.

US Food and Drug Administration. FDA grants accelerated approval to dostarlimab-gxly for dMMR advanced solid tumors.
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-dostarlimab-gxly-dmmr-advanced-solid-tumors. Accessed August 23, 2021.

roles with Astellas Pharma, AstraZeneca, Bristol Myers Squibb, Clovis Oncology, GSK, Ipsen, Janssen, MSD Oncology, Pfizer, and Sanofi; institutional research funding from Astellas Pharma European Medicines Agency. Jemperli. https://www.ema.europa.eu/en/medicines/human/EPAR/jemperli. Accessed May 24, 2020.
and Bristol Myers Squibb; and travel support and personal fees from AstraZeneca, Bristol Myers Squibb, GSK, Ipsen, Janssen, and Roche. AJ have nothing to disclose. JV TD are employees
of GSK. TA has served in a consulting/advisory role and/or received honoraria from Amgen, Astellas, AstraZeneca, Bristol Myers Squibb, Chugai, Clovis, GSK, Gritstone Oncology, Haliodx,
Kaleido Biosciences, MSD Oncology, Pierre Fabre, Roche/Ventana, Sanofi, and Servier; and has received travel, accommodation, and expenses from Bristol Myers Squibb, MSD Oncology,
and Roche/Genentech.

Originally presented at the Society for Immunotherapy of Cancer (SITC) 36th Annual Meeting; Nov 10-14, 2021; Washington, DC, USA and Online (original abstract: Journal for
ImmunoTherapy of Cancer. 2021;9(Suppl 2):370). Presented at JADPRO Live 2022 on behalf of the original authors with their permission.

Tesaro Inc. Study of TSR-042, an anti-programmed cell death-1 receptor (PD-1) monoclonal antibody, in participants with advanced solid tumors (GARNET): NCT02715284.
https://clinicaltrials.gov/ct2/show/NCT02715284.
Accessed May 6, 2021.

Presented at JADPRO Live 2022, Aurora, CO, October 20-23, 2022



	Slide Number 1

