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Background

● Dostarlimab is a programmed death receptor 
1 (PD-1)–blocking antibody that is approved 
in the United States as a monotherapy in 
adult patients with
— Mismatch repair deficient (dMMR) recurrent 

or advanced endometrial cancer that has 
progressed on or following prior treatment 
with a platinum-containing regimen1

— dMMR recurrent or advanced solid tumors 
that have progressed on or following prior 
treatment and who have no satisfactory 
alternative treatment options1

— These indications are approved under 
accelerated approval based on tumor 
response rate and durability of response1

Conclusions

● Dostarlimab has demonstrated durable, 
clinically meaningful antitumor activity in a 
subgroup of patients with heavily pretreated 
dMMR colorectal cancer (CRC)
— 34.7% of patients received ≥3 prior lines 

of therapy
— The inclusion criteria permitted 3 prior lines 

of therapy and required intolerance to 
fluoropyrimidine, oxaliplatin, and irinotecan

● The objective response rate (ORR) for 
patients with dMMR CRC (36.2%) was 
consistent with the following ORRs:
— 41.6% cohorts A1+F (all dMMR

solid tumors)
— 38.7% cohort F (dMMR non-endometrial 

solid tumors) 
§ 43.2% non-CRC solid tumors

● No new safety signals were detected in 
patients with dMMR CRC
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● To report on the antitumor activity and safety of dostarlimab monotherapy 
in patients with dMMR CRC, a post hoc subgroup analysis of cohort F 
of the GARNET trial

Objective

Methods

● GARNET is a phase 1, multicenter, open-label, single-arm study of 
dostarlimab monotherapy in patients with advanced or recurrent solid 
tumors (Figure 1)

Results

Figure 2. GARNET Study Dosing Schedule

500 mg Q3W
(1 cycle = 3 weeks)

1000 mg Q6W
until disease progression 
or unacceptable toxicity

(1 cycle = 6 weeks)

Cycle 1 2 3 4 5 6 7 Continue 
dosing 
Q6WWeek 1 4 7 10 13 19 25

Q3W, every 3 weeks; Q6W, every 6 weeks.

● Primary endpoints were evaluation of antitumor activity (in terms of ORR 
and duration of response by BICR per Response Evaluation Criteria in 
Solid Tumors version 1.1), safety, and tolerability

● All patients who received ≥1 dose of dostarlimab were included in the 
safety analysis
— Patients were included in the efficacy analysis if they received ≥1 

dose of dostarlimab, had measurable disease at baseline, and had 
≥24 weeks of follow-up

— This post hoc analysis does not include patients with POLε-mutated 
or MSI-H CRC that were either MMR proficient or MMR unknown
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aNumber of prior lines of therapy includes all lines of prior therapy including neo/adjuvant therapy; bIncludes 1 patient with BRAFV600E and KRAS
or NRAS mutation.
CRC, colorectal cancer; dMMR, mismatch repair deficient; ECOG, Eastern Cooperative Oncology Group. 

E: NSCLC

Part 2B
Expansion cohorts

F: Non-endometrial dMMR/MSI-H 
or POLε-mutated pan tumor

A1: dMMR/MSI-H EC

A2: MMRp/MSS EC

Part 1 
Dose finding

Part 2A
Fixed-dose safety run-in

G: PROC

● As of the March 1, 2020, interim analysis data cut, 89 patients with 
dMMR CRC tumors were included in the safety analysis, with 69 in 
the efficacy analysis (Figure 3)

40 patients with dMMR CRC
remain on treatment

29 patients discontinued
Progression, n=19
Adverse event, n=4
Patient request, n=1
Clinical criteria, n=4
Other, n=1 

69 patients 
with dMMR CRC

● Patients received 500 mg intravenous dostarlimab every 3 weeks for 
4 cycles, followed by 1000 mg every 6 weeks until discontinuation 
(Figure 2)

● All patients had ≥1 prior line of therapy, with 37.4% of patients having 
≥3 prior lines of therapy (Table 1)

Characteristic
dMMR CRC

N=69
Median age (range), years 61.0 (25–85)
Sex, n (%)

Female 37 (53.6)
Male 32 (46.4)

ECOG performance status, n (%)
0 28 (40.6)
1 41 (59.4)

Disease stage at restaging, n (%)
Stage III 1 (1.4)
Stage IV 68 (98.6)

Number of prior lines of systemic therapy, n (%)a

1 9 (13.0)
2 36 (52.2)
3 19 (27.5)
≥4 5 (7.2)

Prior therapy, n (%)
Surgery 61 (88.4)
Radiotherapy 12 (17.4)
Chemotherapy 69 (100)

Mutation status, n (%)
BRAF, KRAS, NRAS all wild type 12 (17.4)
KRAS or NRAS mutantb 10 (14.5)
BRAFV600E mutantb 16 (23.2)
No evaluation for BRAF, KRAS, or NRAS 32 (46.4)

Table 1. Demographics and Baseline Characteristics

aResponses required confirmation at a subsequent scan; SD had to be observed at ≥12 wk on study to qualify as an SD; bIncludes confirmed 
CR, PR, or SD at ≥12 wk.
CI, confidence interval; CR, complete response; CRC, colorectal cancer; dMMR, mismatch repair deficient; mo, months; NE, not evaluable; NR, not 
reached; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease; wk, weeks.

dMMR CRC
N=69

Median follow-up time, mo 12.5
Confirmed responses, n 25
ORR, % (95% CI)a 36.2 (25.0–48.7)

CR, n (%) 2 (2.9)
PR, n (%) 23 (33.3)
SD, n (%) 17 (24.6)
PD, n (%) 21 (30.4)
NE, n (%) 6 (8.7)

Disease control rate, % (95% CI)b 60.9 (48.4–72.4)
Response ongoing, n (%) 24 (96.0)
Duration of response, median (range), mo NR (1.7+ to 21.9+)
Kaplan-Meier estimated probability of remaining in response, %

At 6 mo 94.7
At 12 mo 94.7
At 18 mo 94.7

Table 2. Primary Endpoint Analysis

Data cutoff date was March 1, 2020. CRC, colorectal cancer; dMMR, mismatch repair deficient.

● At the data cut, 23 of the 25 (92%) patients with an objective response 
were still on treatment (Figures 4 and 5)
— Median duration of response had not been reached 

● Median progression-free survival and overall survival were not mature 
as of the March 1, 2020, interim analysis data cut

● Dostarlimab was well tolerated, with an adverse event profile 
characteristic of anti–PD-1s (Table 3)

● Only 2 (2.2%) patients discontinued dostarlimab because of a 
treatment-related adverse event: 1 patient with pneumonitis and 
1 patient with hyperlipasemia

Safety summary, n (%)
dMMR CRC

N=89
Any TEAE 88 (98.9)

Grade ≥3 TEAE 39 (43.8)
Any TRAE 61 (68.5)

Grade ≥3 TRAE 8 (9.0)
Any irTRAE 17 (19.1)

Grade ≥3 irTRAE 5 (5.6)
Treatment-related SAE 6 (6.7)
Any TRAE leading to discontinuation 2 (2.2)
TRAE leading to death 0

airTRAEs are defined as irTRAEs grade ≥2.
AST, aspartate aminotransferase; CRC, colorectal cancer; dMMR, mismatch repair deficient; ir, immune-related; TRAE, treatment-related adverse event.

Table 3. Safety Summary

Figure 5. Duration of Treatment in Responders

Figure 1. GARNET Trial Design

Figure 3. Enrollment and Outcomes

BICR, blinded independent central review; dMMR, mismatch repair deficient; EC, endometrial cancer; MMRp, mismatch repair proficient; 
MSI-H, microsatellite instability–high; MSS, microsatellite stable; NSCLC, non–small cell lung cancer; PD, progressive disease; 
PROC, platinum-resistant ovarian cancer; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1.

Best change in target lesion size is the maximum reduction from baseline or the minimum increase from baseline in the absence of a reduction.
BICR, blinded independent central review; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1. Data cutoff date: March 1, 2020. CR, complete response; dMMR, mismatch repair deficient; PD, progressive disease; PR, partial response; SD, stable disease.

Figure 4. Best Volume Change in Target Lesions, Based on BICR per RECIST v1.1

Key inclusion/exclusion 
criteria for cohort F:
• Patients must have PD 

following systemic therapy 
and have no satisfactory 
alternative treatment options

• Patients must submit 2 
scans demonstrating PD 
based on BICR per RECIST 
v1.1 prior to the first dose 
of dostarlimab

• Patients with colorectal 
cancer must have PD after, 
or been intolerant to, 
fluoropyrimidine, oxaliplatin, 
and irinotecan
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dMMR CRC
N=89

Any-grade TRAE in ≥5% of patients, n (%)
Diarrhea 15 (16.9)
Asthenia 13 (14.6)
Pruritus 13 (14.6)
Hypothyroidism 9 (10.1)

Grade ≥3 TRAEs in ≥1% of patients, n (%)
Hyperlipasemia 2 (2.2)
Adrenal insufficiency 1 (1.1)
Anemia 1 (1.1)
AST increased 1 (1.1)
Blood alkaline phosphatase increased 1 (1.1)
Fatigue 1 (1.1)
Hyperthyroidism 1 (1.1)
Hypotension 1 (1.1)
Lipase increased 1 (1.1)
Lower respiratory tract infection 1 (1.1)
Neutropenia 1 (1.1)
Rash 1 (1.1)

Table 4. TRAEs
dMMR CRC

N=89
Any-grade irTRAE in ≥2% of patients, n (%)

Hypothyroidism 4 (4.5)
Diarrhea 3 (3.4)
Adrenal insufficiency 2 (2.2)
AST increased 2 (2.2)
Hyperthyroidism 2 (2.2)
Pneumonitis 2 (2.2)
Rash 2 (2.2)

Grade ≥3 irTRAEs in ≥1% of patients, n (%)
Adrenal insufficiency 1 (1.1)
AST increased 1 (1.1)
Hyperthyroidism 1 (1.1)
Lipase increased 1 (1.1)
Rash 1 (1.1)

Table 5. irTRAEsa

CRC, colorectal cancer; dMMR, mismatch repair deficient; ir, immune-related; SAE, serious adverse event; TEAE, treatment-emergent adverse event; 
TRAE, treatment-related adverse event. AST, aspartate aminotransferase; CRC, colorectal cancer; dMMR, mismatch repair deficient; TRAE, treatment-related adverse event.


