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METHODS
Figure 2. Study Design

Figure 3. Best % Change from Baseline in Sum of Diameters per RECIST v1.1 Based on Local Radiology Reviewa,b 

Figure 4. Exploratory Subgroup Analyses for ORR by Biomarker Subgroups

Figure 5. PFS and OS

• Patients with advanced (locoregionally recurrent not amenable to curative therapy or 
metastatic) TNBC, regardless of programmed death ligand 1 (PD-L1) status, progressing 
after adjuvant or up to 1 prior line of systemic therapy for metastatic disease, but had not 
received an immune checkpoint inhibitor, were initially randomised 1:1:1 to the 3 study arms 
(Figure 2)

 – Patients must have received prior systemic taxane-based chemotherapy for adjuvant 
or metastatic disease; patients with de novo metastatic disease were eligible if they 
received up to 1 prior line of therapy

 – Following the premature closure of the LAG525 + PDR001 arm in March 2019 after the 
pre-specified early safety data review showed increased treatment discontinuation rate 
due to progressive disease in this arm, subsequent enrolled patients were randomised 
1:1 into the LAG525 + PDR001 + Carboplatin and LAG525 + Carboplatin arms

• All randomised patients compose the full analysis set (FAS); those receiving at least 1 dose of 
study treatment compose the safety set

• The primary endpoint was overall response rate (ORR) per Response Evaluation Criteria in 
Solid Tumors (RECIST) v1.1 and was analysed when all patients had ≥24 weeks follow-up or 
discontinued tumour assessments for any reason

 – Proof of preliminary efficacy required both a mean of the posterior distribution of ORR of 
≥35% and a posterior probability of (ORR ≥25%) ≥90%, based on the assumption that a 
10% absolute improvement in the ORR (from 25% for single-agent carboplatin to 35%) in 
this patient population is considered a minimum clinically meaningful improvement

• Secondary endpoints included duration of response (DOR), time to response (TTR), 
progression-free survival (PFS), clinical benefit rate (CBR) per RECIST v1.1; overall survival 
(OS); safety; pharmacokinetics (PK); and immunogenicity 

 – Incidences of treatment-emergent and treatment-related adverse events (AEs) were 
summarised and graded per Common Terminology Criteria for Adverse Events 
(CTCAE) v5.0 

 – PK parameters were calculated using PK sampling in treatment cycles 1 and 3 and 
using descriptive statistics (area under the curve from time zero to last measurable 
concentration sampling time [AUClast], AUC calculated to the end of a dosing interval [tau] 
at steady state [AUCtau], minimum/maximum observed drug concentration in body fluid 
after single dose administration [Cmin/Cmax], time to reach maximum drug concentration in 
body fluid after single dose administration [Tmax])

 – Immunogenicity was characterized descriptively by tabulating antidrug antibody 
prevalence at baseline and on-treatment

• Exploratory biomarker analyses by immunohistochemistry were conducted and included 
circulating/soluble cytokines and other markers (eg, LAG-3, PD-L1, CD8, Ki67, tumour-
infiltrating lymphocyte counts) and gene expression/mutations
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INTRODUCTION
• Advanced triple negative breast cancer (TNBC) has a short duration of response, 

rapid progression, and short survival.1 With limited treatment options, new 
approaches are urgently needed

• TNBC is highly immunogenic2; blockade of immunosuppressive checkpoint 
receptors such as programmed death 1 (PD-1) or lymphocyte activation gene-3 
(LAG-3) induces tumour regression

 – In preclinical studies, combined inhibition of PD-1 and LAG-3 synergistically 
enhanced antitumour responses over inhibition of either checkpoint 
receptor alone3,4

 – CT and immunotherapy synergise to enhance therapeutic efficacy,5,6 as 
CT primes the tumour microenvironment by inducing immunogenic cell 
death, facilitating efficient antigen presentation and contributing to immune 
responses7

• Here, we evaluate combined PD-1 and LAG-3 immunotherapy with carboplatin in 
patients with advanced TNBC

 – LAG525 is a humanised monoclonal antibody that binds LAG-3, inhibiting 
LAG-3 interaction with receptors (Figure 1)8

 – Spartalizumab (PDR001) is an anti-PD-1 monoclonal antibody that binds PD-1, 
blocking it from binding its ligands8

RESULTS
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• In this study of LAG525 in combination with PDR001 and/
or Carboplatin as first- or second-line therapy in patients with 
advanced TNBC, no treatment arm met the primary objective of 
ORR ≥35% and ≥90% likelihood of ORR ≥25%

 –For this reason, no further clinical investigation is planned for 
these treatment arms for this indication

• Patients who received triplet therapy in the first-line setting had 
high ORR, and median PFS was longest in patients who received 
triplet therapy as first- or second-line therapy

 –ORR was also higher in the triplet combination arm in patients 
who were PD-L1+
 –While these interpretations are limited by small patient numbers, 
these results support other trials examining immunotherapy 
combinations in advanced TNBC
 –Further exploratory biomarker analyses may be warranted

Figure 1. Mechanism of Action for LAG525 and Spartalizumab9-11
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• Advanced TNBC with 
 measurable diseasea

• Progressed after adjuvant 
 or up to 1 prior systemic
 treatment in the metastatic
 setting that included
 taxane-based CT
• ECOG PS 0 or 1
• Stratied by: 
 – Presence of liver 
  metastases (yes/no)
 – Line of therapy (1L/2L)

Primary endpoint:
• ORR per RECIST v1.1

Secondary endpoints:
• RECIST v1.1 DOR, TTR, PFS, CBR
• OS
• Safety
• Pharmacokinetics
• Immunogenicity

Exploratory endpoints:
• iORR and iDOR per iRECIST
• ORR by line of therapy
• Biomarkers

LAG525 400 mg IV, Q3W
+ PDR001 300 mg IV, Q3W

n=20

LAG525 400 mg IV, Q3W
+ PDR001 300 mg IV, Q3W

+ carboplatin AUC6 IV, Q3W
n=34

LAG525 400 mg IV, Q3W 
+ carboplatin AUC6 IV, Q3W

n=34

Planned N=96 1:1:1

Note: The LAG525 + PDR001 arm was prematurely closed after pre-specied 
early safety data review showed a higher treatment discontinuation rate 
due to disease progression in this arm. 
All subsequently enrolled patients were randomised 1:1 into the 
LAG525 + PDR001 + Carboplatin and LAG525 + Carboplatin arms.NCT03499899
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LAG525 + PDR001 (n=15) LAG525 + PDR001 + carboplatin (n=29) LAG525 + carboplatin (n=33)

Decrease in best percentage change from baseline
Increase/zero change in best percentage change from baseline
*% change in target lesion contradicted by overall lesion response = PD

20.0%
73.3%

6.7%

LAG525 + PDR001
Decrease in best percentage change from baseline
Increase/zero change in best percentage change from baseline
*% change in target lesion contradicted by overall lesion response = PD

69.0%
31.0%

0.0%

LAG525 + PDR001
+ carboplatin

Decrease in best percentage change from baseline
Increase/zero change in best percentage change from baseline
*% change in target lesion contradicted by overall lesion response = PD

60.6%
39.4%

0.0%

LAG525 +
carboplatin

Subgroup n/N ORR (95% Cl)f

All patients
LAG525 + PDR001 1/20 5.0 (0.00-0.25)

LAG525 + PDR001 + Carboplatin 11/34 32.4 (0.17-0.51)
LAG525 + Carboplatin 6/34 17.6 (0.07-0.35)

PD-L1+(SP142)a
LAG525 + PDR001 0/4 0.0 (0.00-0.60)

LAG525 + PDR001 + Carboplatin 4/8 50.0 (0.16-0.84)
LAG525 + Carboplatin 1/11 9.1 (0.00-0.41)

PD-L1−(SP142)a
LAG525 + PDR001 1/13 7.7 (0.00-0.36)

LAG525 + PDR001 + Carboplatin 4/20 20.0 (0.06-0.44)
LAG525 + Carboplatin 4/17 23.5 (0.07-0.50)

PD-L1+(22C3)b
LAG525 + PDR001 0/13 0.0 (0.00-0.25)

LAG525 + PDR001 + Carboplatin 6/25 24.0 (0.09-0.45)
LAG525 + Carboplatin 3/24 12.5 (0.03-0.32)

PD-L1−(22C3)b
LAG525 + PDR001 1/4 25.0 (0.01-0.81)

LAG525 + PDR001 + Carboplatin 3/3 100.0 (0.29-1.00)
LAG525 + Carboplatin 2/5 40.0 (0.05-0.85)

PD-L1+(22C3)c
LAG525 + PDR001 0/4 0.0 (0.00-0.60)

LAG525 + PDR001 + Carboplatin 3/10 30.0 (0.07-0.65)
LAG525 + Carboplatin 1/9 11.1 (0.00-0.48)

PD-L1−(22C3)c
LAG525 + PDR001 1/13 7.7 (0.00-0.36)

LAG525 + PDR001 + Carboplatin 6/18 33.3 (0.13-0.59)
LAG525 + Carboplatin 4/20 20.0 (0.06-0.44)

LAG-3+d
LAG525 + PDR001 0/3 0.0 (0.00-0.71)

LAG525 + PDR001 + Carboplatin 1/3 33.3 (0.01-0.91)
LAG525 + Carboplatin 0/4 0.0 (0.00-0.60)

LAG-3−d
LAG525 + PDR001 1/14 7.1 (0.00-0.34)

LAG525 + PDR001 + Carboplatin 8/25 32.0 (0.15-0.54)
LAG525 + Carboplatin 5/25 20.0 (0.07-0.41)

CD8+e
LAG525 + PDR001 0/6 0.0 (0.00-0.46)

LAG525 + PDR001 + Carboplatin 4/13 30.8 (0.09-0.61)
LAG525 + Carboplatin 1/12 8.3 (0.00-0.38)

CD8−e
LAG525 + PDR001 1/8 12.5 (0.00-0.53)

LAG525 + PDR001 + Carboplatin 4/12 33.3 (0.10-0.65)
LAG525 + Carboplatin 4/16 25.0 (0.07-0.52)

0% 100%35%

PFS OS

Median PFS follow-up time from randomisation date to event/censoring date 
was 2.6 months (range, 0.0-14.9 months)

Median OS follow-up time from randomisation date to event/censoring date 
was 6.55 months (range, 0.0-17.9 months)
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Censoring Times
LAG525 + PDR001 (n/N = 12/20)
LAG525 + PDR001 + Carbo (n/N = 14/34)
LAG525 + Carbo (n/N = 20/34)

Kaplan-Meier medians [95% CI] (Months)
LAG525 + PDR001: 6.1 [4.6-NE]
LAG525 + PDR001 + Carbo: 11.6 [7.5-NE]
LAG525 + Carbo: 8.0 [6.2-9.3]

Censoring Times
LAG525 + PDR001 (n/N = 17/20)
LAG525 + PDR001 + Carbo (n/N = 24/34)
LAG525 + Carbo (n/N = 24/34)

Kaplan-Meier medians [95% CI] (Months)
LAG525 + PDR001: 1.4 [1.2-1.5]
LAG525 + PDR001 + Carbo: 4.3 [2.8-5.6]
LAG525 + Carbo: 3.0 [2.2-5.5]

Time (months) Time (months)

APC, antigen-presenting cell; LAG-3, lymphocyte activation gene-3; PD-1, programmed death 1; PD-L1, programmed death ligand 1.

aTNBC defined as: HER2 – in situ hybridisation test or IHC status = 0 or 1+, ER and PgR expression <1% by IHC.
1/2L, first/second line; AUC, area under the curve; CBR, clinical benefit rate; CT, chemotherapy; (i)DOR, (immune) duration of response; ECOG PS, Eastern Cooperative 
Oncology Group performance status; ER, estrogen receptor; HER2–, human epidermal growth factor receptor 2-negative; IHC, immunohistochemistry; IV, intravenous; 
(i)ORR, (immune) overall response rate; OS, overall survival; PFS, progression-free survival; PgR, progesterone receptor; Q3W, every 3 weeks; (i)RECIST, (immune) 
Response Evaluation Criteria in Solid Tumors; TNBC, triple-negative breast cancer; TTR, time to response.

aPD-L1 (SP142): immune cells of PD-L1 ≥/<1%. 
bCPS of PD-L1 ≥/<1. 
cCPS of PD-L1 ≥/<10. 
dLAG3 expression ≥/<1%. 
eCD8 ≥/< median % expression. 
fProof of preliminary efficacy required both a mean of the posterior distribution of ORR of ≥35% and a posterior probability of (ORR ≥25%) ≥90%.
CPS, combined positive score; LAG-3, lymphocyte activation gene-3; ORR, overall response rate; PD-L1, programmed death ligand 1.

Carbo, carboplatin; NE, not estimable; OS, overall survival; PFS, progression-free survival.

Patient Disposition and Characteristics
•  A total of 88 patients were randomised between 05 July 2018 and 09 Sep 2019 into the 3 treatment arms: 20 patients in the 

LAG525 + PDR001 arm, and 34 patients each in the LAG525 + PDR001 + Carboplatin, and LAG525 + Carboplatin arms
 – 1 patient in the LAG525 + PDR001 arm was not treated
 – Enrolment into the LAG525 + PDR001 arm was stopped prematurely on 28 Mar 2019 after data review showed an increased 

treatment discontinuation rate due to progressive disease compared with the other treatment arms 
• Median duration of follow-up, from randomisation to data cutoff (27 Feb 2020), was 12.5 months (range, 5.7-19.8 months)
• At the time of the data cutoff, no patients in the LAG525 + PDR001 arm, 20.6% of the LAG525 + PDR001 + Carboplatin arm, and 

8.8% of the LAG525 + Carboplatin arm had treatment ongoing
 – The most common reason for treatment discontinuation across treatment arms was disease progression, occurring in 75.0% 

of patients in the LAG525 + PDR001 arm, 58.8% of patients in the LAG525 + PDR001 + Carboplatin arm, and 64.7% of patients 
in the LAG525 + Carboplatin arm

 – Other reasons for discontinuation by treatment arm were physician decision (15.0%) and AE (10.0%) in the LAG525 + PDR001 
arm; physician decision (14.7%), AE (2.9%), and patient decision (2.9%) in the LAG525 + PDR001 + Carboplatin arm; and 
physician decision (11.8%), AE (8.8%), death (2.9%), and patient decision (2.9%) in the LAG525 + Carboplatin arm

• Demographics and baseline characteristics were generally well balanced among the 3 treatment arms (Table 1)

Efficacy
• ORR per investigator assessment using RECIST v1.1 was 32.4% (95% CI, 17.4%-50.5%) in the triplet combination (LAG525 + 

PDR001 + Carboplatin) arm and 17.6% (95% CI, 6.8%-34.5%) in the LAG525 + Carboplatin arm (Table 2)
• No arms met the proof of preliminary efficacy criteria (mean of the posterior distribution of ORR of ≥35% and a posterior 

probability of [ORR ≥25%] ≥90%)

Safety
• The median duration of exposure to study treatment was 1.4 months in the LAG525 + PDR001 arm, 4.0 months in the LAG525 + 

PDR001 + Carboplatin arm, and 2.9 months in the LAG525 + Carboplatin arm
• Median relative dose intensity (RDI) values were as follows:

 – For LAG525, 100.0% in the LAG525 + PDR001 arm, 71.4% in LAG525 + PDR001 + Carboplatin arm, and 79.3% in LAG525 + 
Carboplatin arm

 – For PDR001, 100.0% in the LAG525 + PDR001 arm and 71.4% in LAG525 + PDR001 + Carboplatin arm
 – For Carboplatin, 58.3% in the LAG525 + PDR001 + Carboplatin arm and 70.0% in LAG525 + Carboplatin arm

• AEs (all grades) were reported in 18 (94.7%) patients receiving LAG525 + PDR001, all 34 (100.0%) patients receiving LAG525 + 
PDR001+ Carboplatin, and all 34 (100.0%) patients receiving LAG525 + Carboplatin (Table 6)

 – Grade ≥3 AEs were reported in 7 (36.8%) patients receiving LAG525 + PDR001, 30 (88.2%) patients receiving LAG525 + 
PDR001+ Carboplatin, and 22 (64.7%) patients receiving LAG525 + Carboplatin

• The most common grade ≥3 AEs in LAG525 + PDR001, LAG525 + PDR001 + Carboplatin, and LAG525 + Carboplatin arms (>20% 
in any arm, n [%]), respectively, were anaemia (0 vs 9 [26.5%] vs 7 [20.6%]), platelet count decreased (1 [5.3%] vs 7 [20.6%] vs 
2 [5.9%]), thrombocytopenia (0 vs 8 [23.5%] vs 4 [11.8%]) and neutrophil count decreased (0 vs 8 [23.5%] vs 2 [5.9%])

• Exploratory subgroup analyses for ORR by stratification factors (Table 4) showed that the highest ORR was observed in the 
triplet (LAG525 + PDR001 + Carboplatin) arm in patients treated on study in the first-line setting (47.4%) and those without liver 
metastasis (45.5%), although results should be interpreted with caution due to the small number of patients 

 – ORR was consistently higher in the triplet arm compared with the other 2 treatment arms, except for patients with 
liver metastasis, who had the highest ORR in the LAG525 + Carboplatin arm

 – For the subgroup receiving treatment in the first line without liver metastasis subgroup, the ORR was 53.3% (95% CI, 
26.6%-78.7%)

†PD-L1+ (SP142): immune cells ≥1% and received study treatment in the first-line setting.
‡PD-L1+ (SP142): immune cells ≥1% and received study treatment in the second-line setting.
aPatients for whom the best % change in target lesions was not available and patients for whom the best % change in target lesions was contradicted by overall lesion 
response = unknown were excluded from the analysis, percentages above use n as denominator.
bOnly patients with measurable disease at baseline were included.
PD, progressive disease; PD-L1, programmed death ligand 1.

• Results for the secondary endpoint of DOR are shown in Table 5

• All-grade AEs led to treatment discontinuation in 2 (10.5%, all grade ≥3) patients in the LAG525 + PDR001 arm, 1 (2.9%, all 
grade ≥3) patient in the LAG525 + PDR001 + Carboplatin arm, and 4 (11.8%; grade ≥3: 2 [5.9%]) patients in the LAG525 + 
Carboplatin arm

• All-grade serious AEs (SAEs) were reported in 6 (31.6%, all grade ≥3) patients in the LAG525 + PDR001 arm, 11 (32.4%; grade ≥3: 
8 [23.5%]) patients in the LAG525 + PDR001 + Carboplatin arm, and 14 (41.2%; grade ≥3: 11 [32.4%]) patients in the LAG525 + 
Carboplatin arm

Adverse events of special interest (AESIs)
• The most common AESIs (≥10% of patients) by preferred term for LAG525 were grade 1/2. These were (n, [%])

 – LAG525 + PDR001 arm: dry skin (3 [15.8%]), pruritus, rash, aspartate aminotransferase (AST) increased (2 [10.5%] each)
 – LAG525 + PDR001 + Carboplatin arm: alanine aminotransferase (ALT) increased (6 [17.6%]), rash (6 [17.6%]), diarrhoea (5 

[14.7%]), hypothyroidism (5 [14.7%]), AST increased, blood alkaline phosphatase increased and gamma-glutamyl transferase 
(GGT) increased (4 [11.8%] each)

 – LAG525 + Carboplatin arm: diarrhoea (7 [20.6%])
• The most common AESIs (≥10% of patients) by preferred term for PDR001 were grade 1/2. These were (n, [%])

 – LAG525 + PDR001 arm: dry skin (3 [15.8%]), AST increased, pruritus and rash (2 [10.5%] each)
 – LAG525 + PDR001 + Carboplatin arm: ALT increased (6 [17.6%]), rash (6 [17.6%]), diarrhoea (5 [14.7%]), hypothyroidism 

(5 [14.7%]), AST increased, blood alkaline phosphatase increased, GGT increased (4 [11.8%] each)
 – LAG525 + Carboplatin arm: diarrhoea (7 [20.6%]

• Kaplan-Meier plots of PFS and OS are shown in Figure 5

• Exploratory subgroup analyses for ORR by biomarker subgroups showed that ORR was higher in patients with PD-L1+, LAG3+, 
and CD8+ in the triplet (LAG525 + PDR001 + Carboplatin) arm, although results should be interpreted with caution due to the 
small number of patients (Figure 4)

• Clinical responses for the 3 treatment groups are shown are shown in Table 3

• The percentage of patients with tumour shrinkage was 20.0% in the LAG525 + PDR001 arm, 69.0% in the LAG525 + PDR001 + 
carboplatin arm, and 60.6% in the LAG525 + carboplatin arm (Figure 3)

Table 2. Overall Response Rate and Analysis of PPE Criteria

Patients, n (%)
LAG525 + PDR001

(n=20)
LAG525 + PDR001 + Carboplatin

(n=34)
LAG525 + Carboplatin

(n=34)
ORRa (CR+PR), n (%) 1 (5.0) 11 (32.4)b 6 (17.6)

Posterior summary, %
Posterior mean 7.1 32.5 18.4

80% Credible Interval (1.5-14.6) (22.7-42.7) (10.6-27.0)

Posterior probability  
p(ORR ≥ 25%) 0.9 82.9 15.3

Criterion met: posterior mean ORR 
≥35% and p(ORR ≥25%) ≥90% No No No

aConfirmed ORR per investigator assessment (RECIST v1.1).
bThere were 3 unconfirmed responders in LAG525 + PDR001 + Carboplatin arm.
CR, complete response; ORR, overall response rate; PPE, proof of preliminary efficacy; PR, partial response.

Table 4. Exploratory Subgroup Analyses for ORR by Stratification Factors

ORR, n/N (%) 
(95% CI)

LAG525 + PDR001
(n=20)

LAG525 + PDR001 + Carboplatin
(n=34)

LAG525 + Carboplatin
(n=34)

Total 1/20 (5.0)
(0.1-24.9)

11/34 (32.4)
(17.4-50.5)

6/34 (17.6)
(6.8-34.5)

First line 1/12 (8.3)
(0.2-38.5)

9/19 (47.4)
(24.4-71.1)

4/18 (22.2)
(6.4-47.6)

Second line 0/8 (0)
(0.0-36.9)

2/15 (13.3)
(1.7-40.5)

2/16 (12.5)
(1.6-38.3)

Absence of liver metastasis 1/15 (6.7)
(0.2-31.9)

10/22 (45.5)
(24.4-67.8)

3/22 (13.6)
(2.9-34.9)

Presence of liver metastasis 0/5 (0)
(0.0-52.2)

1/12 (8.3)
(0.2-38.5)

3/12 (25.0)
(5.5-57.2)

ORR, overall response rate. 

Table 5. Secondary Endpoint: DOR

LAG525 + PDR001
(n=1)

LAG525 + PDR001 + Carboplatin
(n=11)

LAG525 + Carboplatin
(n=6)

Patients, n (%) 1 (100.0) 5 (45.5) 3 (50.0)
Percentiles (95% CI)

25th percentile 4.9 (NE-NE) 3.2 (2.8-NE) 4.2 (2.4-NE)
Median 4.9 (NE-NE) 13.6 (2.8-NE) 12.6 (2.4-NE)
75th percentile 4.9 (NE-NE) 13.6 (7.0-NE) 12.6 (4.2-NE)

Percent event probability 
estimates (95% CI)

3 months 0.0 (NE-NE) 10.0 (1.5-52.7) 16.7 (2.5-72.7)
6 months 100.0 (NE-NE) 30.0 (10.8-67.1) 37.5 (10.7-85.8)
9 months 100.0 (NE-NE) 47.5 (19.6-85.0) 37.5 (10.7-85.8)

The median DOR in the LAG525 + PDR001 + Carboplatin and LAG525 + Carboplatin arms was reached as a result of the last patient having an event at 13.6 and 12.6 
months, respectively, and therefore, must be interpreted with caution. As a result, the upper limit of these median estimates should be NE.
DOR, duration of response; NE, not estimable.

Table 3. Clinical Responses

Patients, n (%)
LAG525 + PDR001

(n=20)
LAG525 + PDR001 + Carboplatin

(n=34)
LAG525 + Carboplatin

(n=34)

Patients with measurable disease  
at baseline 20 (100.0) 34 (100.0) 34 (100.0)

Best overall response

CR 0 5 (14.7) 0

PR 1 (5.0) 6 (17.6) 6 (17.6)

SD 3 (15.0) 13 (38.2) 19 (55.9)

PD 12 (60.0) 8 (23.5) 8 (23.5)

Unknowna 4 (20.0) 2 (5.9) 1 (2.9)

ORRb 
(95% CI)

1 (5.0) 
(0.1-24.9)

11 (32.4)
(17.4-50.5)

6 (17.6)
(6.8-34.5)

CBRc 
(95% CI)

1 (5.0)
(0.1-24.9)

12 (35.3)
(19.7-53.5)

7 (20.6)
(8.7-37.9)

aBest overall response of Unknown was due to lack of a valid postbaseline assessment except for 1 patient in the LAG525 + PDR001 arm, who had new antineoplastic 
therapy that started before the first postbaseline assessment.
bORR, CR+PR.
cCBR, CR+PR+SD≥24 weeks.
CBR, clinical benefit rate; CR, complete response; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease.

Table 6. Most Common AEs by Preferred Term (≥20% in Any Arm)

Patients, n (%)

LAG525 + PDR001
(n=19)a

LAG525 + PDR001 + Carboplatin
(n=34)

LAG525 + Carboplatin
(n=34)

All Grades Grade ≥3 All Grades Grade ≥3 All Grades Grade ≥3

Patients with ≥1 event 18 (94.7) 7 (36.8) 34 (100) 30 (88.2) 34 (100) 22 (64.7)

Anaemia 1 (5.3) 0 20 (58.8) 9 (26.5) 19 (55.9) 7 (20.6)

Nausea 3 (15.8) 0 18 (52.9) 0 13 (38.2) 1 (2.9)

Platelet decreasea 1 (5.3) 1 (5.3) 14 (41.2) 7 (20.6) 9 (26.5) 2 (5.9)

Thrombocytopeniaa 0 0 14 (41.2) 8 (23.5) 14 (41.2) 4 (11.8)

Neutrophil count decrease 0 0 11 (32.4) 8 (23.5) 6 (17.6) 2 (5.9)

Asthenia 0 0 9 (26.5) 0 5 (14.7) 2 (5.9)

Fatigue 2 (10.5) 0 9 (26.5) 0 12 (35.3) 0

Headache 2 (10.5) 0 8 (23.5) 0 5 (14.7) 1 (2.9)

Neutropenia 0 0 8 (23.5) 4 (11.8) 7 (20.6) 4 (11.8)

Back pain 1 (5.3) 0 7 (20.6) 1 (2.9) 3 (8.8) 0

Cough 2 (10.5) 0 7 (20.6) 0 4 (11.8) 0

Vomiting 0 0 7 (20.6) 1 (2.9) 8 (23.5) 1 (2.9)

Dyspnoea 1 (5.3) 0 6 (17.6) 2 (5.9) 8 (23.5) 2 (5.9)

Constipation 3 (15.8) 0 5 (14.7) 0 16 (47.1) 0

Diarrhoea 0 0 5 (14.7) 0 7 (20.6) 0

Haematologic toxicities, n (%)

Activated Partial Thromboplastin 
Time (s)-Increase

2 (10.5) 0 5 (14.7) 2 (5.9) 6 (17.6) 0

Haemoglobin (g/L)-Decrease 10 (52.6) 0 33 (97.1) 8 (23.5) 33 (97.1) 8 (23.5)

Prothrombin International 
Normalised Ratio (1)-Increase

5 (26.3) 0 10 (29.4) 0 15 (44.1) 0

Lymphocytes (109/L)-Decrease 19 (100.0) 2 (10.5) 30 (88.2) 7 (20.6) 31 (91.2) 9 (26.5)

Neutrophils (109/L)-Decrease 2 (10.5) 1 (5.3) 27 (79.4) 14 (41.2) 24 (70.6) 7 (20.6)

Platelets (109/L)-Decrease 1 ( 5.3) 1 (5.3) 29 (85.3) 12 (35.3) 28 (82.4) 6 (17.6)

Leukocytes (109/L)-Decrease 3 (15.8) 1 (5.3) 28 (82.4) 10 (29.4) 27 (79.4) 7 (20.6)
a“Thrombocytopenia” and “Platelet count decreased” are different preferred terms representing the same clinical concept.
AE, adverse event.

Table 1. Baseline Patient and Disease Characteristics

Patients, n (%)
LAG525 + PDR001

(n=20)
LAG525 + PDR001 + Carboplatin

(n=34)
LAG525 + Carboplatin

(n=34)
Median age (range), years 57.0 (37-69) 50.0 (26-70) 53.5 (31-71)
Female sex 20 (100) 34 (100) 34 (100)
Race

Asian 8 (40.0) 8 (23.5) 7 (20.6)
Black or African American 0 0 1 (2.9)
White 12 (60.0) 23 (67.6) 25 (73.5)
Missing 0 3 (8.8) 1 (2.9)

ECOG performance status
0 10 (50.0) 26 (76.5) 20 (58.8)
1 10 (50.0) 8 (23.5) 14 (41.2)

Stage at study entry
Locally advanced, inoperable 0 1 (2.9) 2 (5.9)
Metastatic 20 (100) 33 (97.1) 32 (94.1)

Setting at last treatment
Neoadjuvant 2 (10.0) 10 (29.4) 4 (11.8)
Adjuvant 10 (50.0) 9 (26.5) 15 (44.1)
Metastatic 8 (40.0) 15 (44.1) 15 (44.1)

Presence of liver metastasis
Yes 5 (25.0) 12 (35.3) 12 (35.3)
No 15 (75.0) 22 (64.7) 22 (64.7)

Line of therapy using randomisation stratification factorsa

First line 12 (60.0) 19 (55.9) 18 (52.9)
Second line 8 (40.0) 15 (44.1) 16 (47.1)

Relapse-free intervalb

<6 months 7 (35.0) 10 (29.4) 6 (17.6)
6-12 months 4 (20.0) 4 (11.8) 3 (8.8)
≥12 months 1 (5.0) 5 (14.7) 9 (26.5)

aRandomisation stratification factors are based on IRT data. Patients were considered to have 0 prior lines of therapy and be in the first-line setting if they were 
randomised into the study following disease progression after adjuvant or neoadjuvant therapy. Patients were considered to have 1 prior line of therapy and be in the 
second-line setting if they were randomised into the study following one disease progression in the advanced or metastatic setting.
bRelapse-free interval data are missing for some patients with incomplete information for date of the last dose of prior adjuvant/neoadjuvant therapy and/or the date of 
progression for prior antineoplastic therapy.
ECOG, Eastern Cooperative Oncology Group; IRT, interactive response technology.
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