Background Progression-Free Survival and Overall Survival in Patients with Mismatch Repair Deficient Solid Tumours Treated with Dostarlimab in the GARNET Study

e Precision cancer medicine has led to biomarker-driven tumour-agnostic
treatments?

— In mismatch repair deficient (dMMR) tumours, DNA mismatches
accumulate and result in genomic instability with many mutations in
microsatellite regions, leading to microsatellite instability (MSI)?

— dMMR/MSI-high (MSI-H) tumours demonstrate increased
neoantigen expression, making these tumours attractive candidates
to respond to anti-programmed death 1 (anti—-PD-1) therapy?°

e dMMR/MSI-H can be found across solid tumours, but the frequency
varies by tumour type

— Endometrial cancer (EC) and colorectal cancer (CRC) have o
been reported to have a high prevalence of AIMMR/MSI-H, at
25%—-30% and 10%—15%, respectively*-’

e Patients with advanced dMMR/MSI-H tumours who experience
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Objectives Results (cont’d)

To report on the secondary endpoints of progression-free survival (PFS)
and OS in the 2 expansion cohorts of the GARNET trial that enrolled
patients with dMMR solid tumours

e To report on updated results of primary endpoints: ORR and duration

of response (DOR) by blinded independent central review per Response

The median PFS for all patients was 6.9 months; the probability of PFS at 12 months, 2 years, and 3 years
was 45.8%, 40.6%, and 39.7%, respectively (Table 4, Figure 2)

— Median PFS for patients with EC was 5.6 months and for patients with non-EC was 7.0 months
e With 38.7% of patients experiencing an event, median OS for all patients was not reached; the 3-year

Table 1. Demographics and Baseline Characteristics o Table 3. Antitumour Activity by Tumour Type
Overall

dMMR non-EC| dMMR solid

solid tumours| tumours

N=186 N=327

Confirmed ORR (RECIST v1.1)

DOR (RECIST v1.1)

dMMR EC
N=141

Tumour type Patients, N Median (range), months

Characteristic

disease progression despite standard systemic therapy have limited Evaluation Criteria in Solid Tumors version 1.1 (RECIST v1.1), safety, : probability of OS was 55.9% (Table 5, Figure 3) Overall 327 144 (44.0) 38.6-49.6 NR (1.18+ to 47.21+)
treatment options® and tolerabilit Age, median (range), years | 65.0(39-85) | 61.0(24-85) | 63.0(24-85) - L EC 141 64 (45.4) 37.0-54.0 NR (1.18+ to 47.21+)
y Sex, n (%) — Median OS was not reached in either the dMMR EC or non-EC cohort N oEC 185 o (43'0) 05 R (2; 10 4190 )
H H H H H H i ifi i i i i . on- . .0—oU. . to 49+
e Dostarlimab is an anti-PD-1 monoclonal antibody that blocks interaction e Data are from the third prespecified interim analysis and provide Female 141 (100) 94 (50.5) 235 (71.9) o Most TRAEs were grade 1 or 2 and manageable (Table 6)
wi e ligands -L1 an -L2 ana Is being Iinvestigated In multiple Male — 92 (49.5) 92 (28.1) e 7.3% (n=25) of patients discontinued treatment because of a TRAE Non-CRC 81 35 (43.2) 32.3-54.7 NR (2.8+ to 39.4+)
tumor types Race — The only TRAES leading to discontinuation in 1% of patients were alanine aminotransferase increased Gastric cancer 21 10 (47.6) 25.7-70.2 NR (2.8+ to 27.7+)
il 108 (v6.6) 98 (52.7) 206 (63.0) (1.5%) and pneumonitis (1.2%) Small-intestinal cancer 19 7 (36.8) 16.3-61.6 NR (4.1+ to 39.4+)
= — - - 2 (5.9 2L L. e Treatment-related serious adverse events occurred in 10% of patients Pancreatic carcinoma 11 > (45.5) 16.7-76.5 NR (8.4+ to 19.8+)
Conclusions Black or African American 4(28) 2(L1) 6(L8) o : O ot of o P Biliary neoplasm 10 4 (40.0) 12.2-73.8 NR (165 to 27.9+)
. . . i i [ J - . R
o GARNET is a phase 1, multicentre, open-label, single-arm study of fmerican indian or 3(2.1) 0 3(0.9) !rnr]]mune “: ate TRA_‘I_ERS;ETRAES)hOCCU:G :jn 7(6/; ;)paltler_]ts _ f _ 4 4.4%), and Ovarian cancer 7 3 (42.9) 9.9-81.6 NR (6.0+ to 36.4+)
: : 3 i . ) i ] Other, unknown, or not reported 21 (14.9) 84 (45.2) 105 (32.1) . -
e In 341 patients with dMMR solid tunlours, dostarlimab demonstrated tumours (trial design available via QR code) Ethnicity arthralgia (3.2%) gancerh of unll<nown origin 2 ii, ';B
1 NI I i . . . . H ; esophageal cancer )
durable antitumour activity and a 44% overall objective response rate o Patients received 500 mg of intravenous dostarlimab every 3 weeks for Hispanic or Latino 6 (4.3) 4(2.2) 10 (3.1) e 8.8% of patients had grade 23 irTRAEs Mesofhe"%ma 5 <D PR
(ORR) across 16 tumour types 4 cycles, followed by 1000 mg every 6 weeks until disease progression, Not Hispanic or Latino 109 (77.3) 96 (51.6) 205 (62.7) e Two deaths were attributed by investigators to study treatment, both in patients with dMMR non-EC solid Broast cancer 1 °R
e The landmark estimates at 12, 24, and 36 months (45.8%, 40.6%, and discontinuation, or withdrawal Unknown or not reported 26 (18.4) 86 (46.2) 112 (34.3) tumours Malignant neoplasm of . or
39.7%, respectively) demonstrate the stability of PFS benefits for — Patient eligibility was determined by MMR immunohistochemistry ECOG performance status, n (%) — One patient with biliary neoplasm had hepatic ischemia, and 1 patient with CRC completed suicide the female genitals
Cohort Al included patients with dMMR EC 1 87 (61.7) 111 (59.7) 198 (60.6) Sarcoma L PD
e With a median follow-up of 27.7 months, median overall survival (OS) Patients were required to have broaression on o after platinum Prior lines of systemic therapy, n (%)? Thymic tumour 1 PD
was not reached, suggesting a survival benefit in this biomarker- doublet therapy d prog P 1 89 (63.1) 48 (258) | 137(4L9) response, RECIST 1.1, Response Evaluaton Critara in Solid Tumors verson L1 SD. sable diseaser -+ (CoPONSe (oS P, progreseie diseases PR, perte
selected patient population - - - - 2 35 (24.8) 83 (44.6) 118 (36.1)
e Cohort F included patients with dAMMR non-EC solid tumours >3 17 (12.1) 55 (29.6) 72 (22.0)
* As preV|0U3_|y repqrted, t_he_safety profile was manageable, with only — Patients with CRC must have progression after, or been intolerant Prior therapy type, n (%) Table 4. Progression-Free Survival Table 5. Overall Survival Table 6. Safety
7.3% of patients discontinuing treatment because of a treatment-related to, fluoropyrimidine, oxaliplatin, and irinotecan Surgery 125 (88.7) 154 (82.8) 279 (85.3) Sveral Overal Sverall
adverse event (TRAE) — Patients with ovarian cancer with platinum-resistant disease were Radiotherapy 100 (70.9) 40 (21.5) 140 (42.8) dMMR non-EC | dMMR solid dMMR non-EC | dMMR solid dMMR non-EC| dMMR solid
_ s allowed to receive up to 1 line of systemic therapy after becoming Tumour types, n (%) _ dMMR EC | solid tumours tumours : dMMR EC | solid tumours tumours dMMR EC | solid tumours tumours
Overall, adverse events were generally similar across both dMMR olatinum resistant Erdometial cancer 141 (100) — 141 (43.1) Variable N=141 N=186 N=327 Variable N=150 N=191 N=341 N=150 N=191 N=341
cohorts (EC and non-EC solid tumors) « Al patients who received 21 dose of dostarlimab were included in the Colorectal cancer — 105 (56.5) 105 (32.1) Median follow-up time, months 27.6 29.8 27.7 Median follow-up time, months 27.6 29.8 27.7 Safety summary, n (%)
safety analysis Gastric and gastroesophageal . 21 (11.3) 21 (6.4) PFS events observed, n (%) 83 (58.9) 105 (56.5) 188 (57.5) OS events observed 57 (38.0) 75 (39.3) 132 (38.7) Any TEAE 149 (99.3) 188 (98.4) 337 (98.8)
junction cancer ) ) Median PFS (95% CI), months | 5.6 (4.1-16.6) 7.0 (3.6-16.5) 6.9 (4.2-13.6) Median OS (95% CI), months NR (25.7-NR) | NR (21.7-NR) | NR (31.6-NR) Grade =3 TEAE 84 (56.0) 103 (53.9) 187 (54.8)
e The dat toff date for this third interi lysi N ber 1, 2021 i i - "
Presentation #549pP € data cutolr aate for tnis thira interim analysis was November 1, Small-intestinal cancer — 19 (10.2) 19 (5.8) Estimated probability of PFS, % (95% ClI) Estimated probability of survival, % (95% CI) Any-grade TRAE 106 (70.7) 137 (71.7) 243 (71.3)
Pancreatic carcinoma — 11 (5.9) 11 (3.4) 6 months 49.2 (40.6-57.2) | 51.5 (44.0-58.5) | 50.5 (44.9-55.9) 6 months 84.7 (77.7-89.7) | 80.9 (74.5-85.8) | 82.6 (78.0-86.2) Grade =3 TRAE 27 (18.0) 30 (15.7) 57 (16.7)
Biliary neoplasm — 10 (5.4) 10 (3.1) 12 months 46.0 (37.4-54.1) | 45.6 (38.2-52.8) | 45.8 (40.2-51.2) 12 months 72.9 (64.7-79.5) | 68.7 (61.4—75.0) | 70.6 (65.3-75.3) Any irAE 58 (38.7) 61 (31.9) 119 (34.9)
Ovarian cancer — 7 (3.8) 7(2.1) 24 months 39.6 (31.2-48.0) | 41.4 (34.0-48.7) | 40.6 (35.0-46.1) 24 months 59.9 (50.8-67.8) | 57.3 (49.3-64.5) | 58.4 (52.5-63.9) Grade >3 ITAE 20 (13.3) 19 (9.9) 39 (11.4)
Otherd — 13 (7.0) 13 (4.0) 36 months 39.6 (31.2-48.0) | 39.6 (31.8-47.4) | 39.7 (33.9-45.3) 36 months 57.7 (48.5-65.9) | 54.4 (45.9-62.2) | 55.9 (49.7-61.7) ANV irTRAE 41 (27.3) 51 (26 7) 92 (27.0)
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