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Despite recent improvements in survival with targeted and immunotherapy approaches in
melanoma, there remains a need for treatments with curative intent for patients with
advanced or metastatic melanoma.1

Immune checkpoint inhibitors targeting PD-1 (pembrolizumab and nivolumab) and CTLA-4
(ipilimumab) are approved in the 1L setting for metastatic melanoma.2 Novel combination
approaches are needed that can provide durable clinical benefit with improved safety.2

TIM-3 is an immune checkpoint receptor, highly expressed on multiple immune cell types,
that suppresses anti-tumor responses.3–6 Concurrent TIM-3 and PD-1 blockade is more
effective at reducing tumor growth than blocking either pathway alone.7

Cobolimab (TSR-022/GSK4069889), a selective anti-TIM-3 mAb, activates immune cell
function and induces significant anti-tumor activity when combined with anti-PD-1
agents (Figure 1).8

Early clinical studies of cobolimab plus the PD-1 inhibitor, dostarlimab have demonstrated
durable responses with an acceptable safety profile in patients with solid tumors
(ie. advanced NSCLC and melanoma) who were prior treated or treatment naïve9

Objective: To evaluate the safety of cobolimab in combination with dostarlimab in patients with
advanced or metastatic solid tumors (AMBER Parts 1 and 2) and the efficacy of this combination in
patients with advanced or metastatic melanoma (AMBER Parts 1C and 1E).
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The AMBER (NCT02817633) study is investigating cobolimab in combination with dostarlimab in
patients with advanced or metastatic solid tumors, including a cohort of patients with melanoma.

Conclusions
• Cobolimab in combination with dostarlimab had a manageable safety

profile, with no new toxicities identified, in an integrated safety analysis
that included 273 patients with advanced or metastatic solid tumors.

• Clinical responses were observed in patients with advanced or metastatic
melanoma, with PR (as BOR; RECIST v1.1) reported in 12 of 28 (42.9%)
across all dose and in 8 of 14 (57.1%) at RP2D (cobolimab 300 mg +
dostarlimab 500 mg Q3W).

• Cobolimab plus dostarlimab showed preliminary anti-tumor activity,
supporting the rationale for dual TIM-3 and PD-1 blockade in advanced or
metastatic solid tumors.

Ongoing investigations
• Efficacy and safety data for patients with advanced or metastatic solid

tumors receiving cobolimab monotherapy or in combination with
dostarlimab or nivolumab in AMBER Parts
1A–C will be presented at this congress (Falchook G et al. abstract 2504).

• The ongoing, Phase II, randomized COSTAR lung study (NCT04655976)
is evaluating the efficacy and safety of cobolimab plus dostarlimab and
SoC chemotherapy (docetaxel) compared with docetaxel alone in patients
with relapsed or refractory NSCLC following PD-1/PD-L1 inhibitor
treatment.

• An ongoing investigator-sponsored study is evaluating neoadjuvant
cobolimab plus dostarlimab compared with dostarlimab alone in patients
with high-risk, resectable melanoma (NCT04139902).
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Figure 2: AMBER Parts 1C and 1E study schema

Cobolimab and dostarlimab were administered by IV infusion.

Table 1. Overview of TEAEs and TR-TEAEs in patients with advanced or metastatic solid tumors
in an integrated safety analysis of AMBER Parts 1 and 2

n, (%) 

AMBER Parts 1 and 2 
(Patients with advanced or metastatic solid tumors)

Cobolimab 
100 mg + 

dostarlimab 
500 mg
n=41

Cobolimab 
300 mg + 

dostarlimab 
500 mg
n=167

Cobolimab 
900 mg + 

dostarlimab 
500 mg
n=69

Total
n=277

TEAEs
Any grade
Grade ≥3
Serious TEAEs
TEAEs leading to discontinuation
TEAEs leading to death

39 (95.1)
20 (48.8)
15 (36.6)
2 (4.9)
2 (4.9)

159 (95.2)
77 (46.1)
64 (38.3)
12 (7.2)
3 (1.8)

68 (98.6)
35 (50.7)
29 (42.0)
9 (13.0)
5 (7.2)

266 (96.0)
132 (47.7)
108 (39.0)
23 (8.3)
10 (3.6)

TR-TEAEs
Any grade
Grade ≥3
Serious TR-TEAEs
TR-TEAEs leading to discontinuation
TR-TEAEs leading to death

22 (53.7)
5 (12.2)
3 (7.3)
1 (2.4)

0

96 (57.5)
18 (10.8)
13 (7.8)
7 (4.2)

0

41 (59.4)
14 (20.3)
8 (11.6)
5 (7.2)

0

159 (57.4)
37 (13.4)
24 (8.7)
13 (4.7)

0
Most common TR-TEAEs 
(any grade, ≥10% in any group)

Fatigue
Rash
Diarrhea
Dyspnea

9 (22.0)
4 (9.8)
2 (4.9)
1 (2.4)

22 (13.2)
9 (5.4)

10 (6.0)
0

17 (24.6)
8 (11.6)
7 (10.1)
7 (10.1)

48 (17.3)
21 (7.6)
19 (6.9)
8 (2.9)

Safety population (all patients who received any amount of cobolimab) in AMBER Parts 1 and 2. Four patients in Part 1A crossed over to Part 1C and 
were included in safety and efficacy analyses for both Parts 1A and 1C. Therefore, the number of patients in the integrated safety analysis (n=277) is higher 
than the number of patients included in Parts 1 and 2 (n=273). TEAE, treatment-emergent adverse event; TR-TEAE, treatment related-TEAE

Safety
Patients
The integrated safety analysis of AMBER Parts 1 and 2 included 273 patients with advanced or metastatic solid
tumors who received cobolimab (100 mg [n=41], 300 mg [n=165], or 900 mg [n=67]) with dostarlimab.
• Most patients were male (59.3% [162/273]), Caucasian (87.2% [238/273]), and had an ECOG PS of 1

(62.6% [171/273]). The median age was 66.0 years (range: 30.0–90.0).
• Four patients in Part 1A (assigned to cobolimab monotherapy) crossed over to Part 1C (cobolimab plus

dostarlimab) and were included in safety analyses (n=277) and efficacy analyses for both Parts 1A and 1C.
TEAEs and TR-TEAEs
In the integrated safety population (n=277), TEAEs occurred in 95.1–98.6% of patients and TR-TEAEs occurred in
53.7–59.4% of patients (Table 1).
• Immune-related TEAEs and immune-related TR-TEAEs occurred in 53.8% and 33.9% of patients, respectively.
The most common TR-TEAEs of any grade were fatigue, rash, diarrhea, and dyspnea.
• The incidence of treatment-related pneumonitis (any grade: 7/277 [2.5%]; grade ≥3: 3/277 [1.1%]) or grade≥3

diarrhea (5/277 [1.8%]) was low.
TEAEs leading to death occurred in 10 patients (3.6%); no patients died due to TR-TEAEs.

Efficacy
Patients
Among the patients enrolled in Part 1, 28 patients with advanced or metastatic melanoma were enrolled in
Part 1C (10 patients receiving cobolimab 100 mg [n=3], 300 mg [n=4], or 900 mg [n=3] with dostarlimab) and
Part 1E (18 patients receiving cobolimab 300 mg [n=10] or 900 mg [n=8] with dostarlimab).
• Most patients with advanced or metastatic melanoma had disease of the skin (82.1%) and an

ECOG PS of 0 (67.9%; Table 2).

In patients with advanced or metastatic melanoma from Parts 1C and 1E, the
pooled ORR across treatment groups was 42.9% and the pooled DCR was
53.6% (Table 3). The highest ORR and DCR were observed in the group
receiving cobolimab 300 mg plus dostarlimab. At the time of data cut-off (May 19,
2021), treatment was ongoing in 5 patients (all PR) in the cobolimab 300 mg plus
dostarlimab group.

• irORR and irDCR outcomes were consistent with outcomes observed
using RECIST.

Change in target lesion size from baseline is shown in Figure 3.

Study design
AMBER is an ongoing, multicenter, open-label, Phase I study conducted in 2 parts: dose-escalation
(Parts 1 A–H) and cohort expansion (Parts 2 A–D).
Parts 1C and 1E included patients with advanced or metastatic melanoma who received cobolimab
(100 [1C only], 300, or 900 mg IV) plus dostarlimab (500 mg IV) Q3W (Figure 2). Treatment continued
until disease progression, unacceptable toxicity, withdrawal of consent, or death (whichever occurred
sooner) for up to 2 years.

Methods

Table 2. Patient demographics and baseline disease characteristics in 
patients with advanced or metastatic melanoma in AMBER Parts 1C and 1E

n, (%) 
unless otherwise 
specified 

AMBER Parts 1C and 1E 
(Patients with advanced or metastatic melanoma)

Cobolimab 
100 mg + 

dostarlimab 
500 mg

n=3

Cobolimab 
300 mg + 

dostarlimab 
500 mg
n=14

Cobolimab 
900 mg + 

dostarlimab 
500 mg
n=11

Total
n=28

Sex
Female
Male

0
3 (100)

4 (28.6)
10 (71.4)

8 (72.7)
3 (27.3)

12 (42.9)
16 (57.1)

Race
White 3 (100) 12 (85.7) 11 (100) 26 (92.9)

Age, years, median 
(range)

74.0 
(66.0–78.0)

70.0
(48.0–87.0)

66.0
(39.0–74.0)

68.0
(39.0–87.0)

ECOG PS
0
1

1 (33.3)
2 (66.7)

11 (78.6)
3 (21.4)

7 (63.6)
4 (36.4)

19 (67.9)
9 (32.1)

Primary tumor site
Skin
Anorectal mucosal
Uveal
Unknown

3 (100)
0
0
0

13 (92.9)
0
0

1 (7.1)

7 (63.6)
1 (9.1)
3 (27.3)

0

23 (82.1)
1 (3.6)
3 (10.7)
1 (3.6)

Histology at 
diagnosis
Melanoma
Ulcerated nodular 
melanoma

2 (66.7)
1 (33.3)

14 (100)
0

11 (100)
0

27 (96.4)
1 (3.6)

Prior therapies
BRAF inhibitor
Dabrafenib
Encorafenib
Vemurafenib

MEK inhibitor
Binimetinib
Cobimetinib
Trametinib

Interferons*

Other
Bvd-523 (ERK
inhibitor)
Not coded
Study drug – Peg 
Bct 100

0
0
0

0
0
0

1 (33.3)

0

0
0

1 (7.1)
1 (7.1)

0

1 (7.1)
0

1 (7.1)

1 (7.1)

0

0
0

0
0

1 (9.1)

0
1 (9.1)

0

1 (9.1)

1 (9.1)

1 (9.1)
1 (9.1)

1 (3.6)
1 (3.6)
1 (3.6)

1 (3.6)
1 (3.6)
1 (3.6)

3 (10.7)

1 (3.6)

1 (3.6)
1 (3.6)

Safety population (all patients who received any amount of cobolimab) in AMBER Parts 1C and 1E. *Includes 1 
patient each with IFN (100 mg dose level), IFNα-2b (900 mg dose level), and peg-IFNα-2b (300 mg dose level).
ECOG PS, Eastern Cooperative Oncology Group performance status; IFN, interferon; 
peg-IFN, pegylated interferon

Table 3. Response outcomes for patients with advanced or metastatic melanoma receiving cobolimab 
with dostarlimab in AMBER Parts 1C and 1E

n, (%)

AMBER Part 1C and 1E 
(Patients with advanced or metastatic melanoma)

Cobolimab 
100 mg + 

dostarlimab 
500 mg

n=3*

Cobolimab 
300 mg + 

dostarlimab 
500 mg
n=14

Cobolimab 
900 mg + 

dostarlimab 
500 mg
n=11

Total
n=28

Best overall response (RECIST v1.1)*
CR
PR
SD
PD

0
1 (33.3)

0
0

0
8 (57.1)
2 (14.3)
4 (28.6)

0
3 (27.3)
1 (9.1)

7 (63.6)

0
12 (42.9)
3 (10.7)
11 (39.3)

ORR 1 (33.3) 8 (57.1) 3 (27.3) 12 (42.9)

DCR 1 (33.3) 10 (71.4) 4 (36.4) 15 (53.6)

Best overall response (irRECIST)*†

irCR
irPR
irSD
irPD

0
1 (33.3)
1 (33.3)

0

0
8 (57.1)
4 (28.6)
2 (14.3)

0
3 (27.3)
3 (27.3)
5 (45.5)

0
12 (42.9)
8 (28.6)
7 (25.0)

irORR 1 (33.3) 8 (57.1) 3 (27.3) 12 (42.9)

irDCR 1 (33.3) 11 (78.6) 4 (36.4) 16 (57.1)
Safety population (all patients who received any amount of cobolimab) in AMBER Parts 1C and 1E. ORR defined as a PR or CR; DCR defined as a SD 
for ≥16 weeks, PR, or CR. *n=1 had no post-baseline tumor assessments (RECIST and irRECIST) and n=1 was not evaluable per RECIST; †irDCR
used irSD confirmed with a minimum of 16 weeks duration and irBOR used irSD confirmed with a minimum of 8 weeks duration. CR, complete 
response; DCR, disease control rate; ir, immune-related; ORR, overall response rate; PD, progressive disease; PR, partial response; RECIST v1.1, 
Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease

Study endpoints and assessments

Parts 1C and 1E: 

• Adults (age ≥18 years) 

• ECOG PS 0–1

• Adequate organ function 

• No exclusion based on genetic mutations (e.g. BRAF mutations)

Part 1C: Patients with advanced or metastatic solid tumors, 
including immunotherapy-naïve melanoma, and either disease 
progression on, or intolerance to, prior treatment. There were no 
restrictions based on the number of prior lines of therapy

Part 1E: Patients with advanced or metastatic melanoma who have 
not been previously treated with anti-PD-1, anti-PD-L1, or anti-
CTLA-4 therapies (may be treatment-naïve). Prior treatment with 
BRAF-targeting therapies and patients with previously treated brain 
metastases were permitted

Patients with uveal melanoma were excluded 
from the cobolimab 300 mg + dostarlimab 
500 mg dose level within Part 1E. Patients 
with uveal melanoma were permitted in all 
dose levels in Part 1C and in the cobolimab 
900 mg + dostarlimab 500 mg dose level in 
Part 1E

Immune checkpoint inhibitor therapies 
≤3 weeks prior to study initiation

History of Grade ≥3 ir-AEs with prior 
immunotherapy 

Uncontrolled CNS metastases and/or 
carcinomatous meningitis

Active autoimmune disease that required 
systemic treatment

Key inclusion criteria Key exclusion criteria

Patients with advanced or 
metastatic melanoma

(N=28)

Part 1C: cobolimab + dostarlimab

Part 1E: cobolimab + dostarlimab

cobolimab 900 mg + dostarlimab 500 mg (n=3)

cobolimab 300 mg + dostarlimab 500 mg (n=4)

cobolimab 100 mg + dostarlimab 500 mg (n=3)

cobolimab 900 mg + dostarlimab 500 mg (n=8)

cobolimab 300 mg + dostarlimab 500 mg (n=10)

Primary endpoints
Part 1C: Safety, tolerability, and RP2D
Part 1E: Investigator-assessed ORR (defined as a PR or CR per RECIST v1.1)

Secondary endpoints
Part 1C: Investigator-assessed ORR per 
RECIST v1.1
Parts 1C and E:
• Investigator-assessed DCR (defined as a SD 

for ≥16 weeks, PR, or CR) per RECIST v1.1
• Serum concentrations and derived PK 

parameters
• Immunogenicity (ADAs)

Exploratory endpoints (Parts 1C and 1E): 
• ORR and DCR per irRECIST
• DoR (defined as time from first CR or PR 

until the time of first disease progression) 
and PFS per RECIST and irRECIST

• OS 
• Tumor and circulating biomarkers
• PDy profile

Safety population (all patients who received any amount of cobolimab) in AMBER Parts 1C and 1E. Target lesion size was 
defined as the sum of longest (non-nodal) dimension and shortest (nodal) axes of all target lesions 
NE, not evaluable; NL, new lesion; PD, progressive disease; PR, partial response; SD, stable disease

Figure 3. Change in target lesion size from baseline in patients with 
advanced or metastatic melanoma receiving cobolimab plus dostarlimab 
in AMBER Parts 1C and 1E
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Statistical analyses
An integrated safety analysis for all patients with advanced or metastatic solid tumors (Parts 1 and 2) receiving
cobolimab with dostarlimab, regardless of tumor type or cobolimab dose, is reported here (n=273). The safety
population includes all patients who received any amount of cobolimab.

Demographics, baseline characteristics, and efficacy data reported here for patients with advanced or metastatic
melanoma enrolled in Parts 1C and 1E (n=28) are based on an ad hoc analysis conducted to support this publication.

Figure 1. Cobolimab mechanism of action 
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