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Neoadjuvant
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up to 4 cycles before surgery

Surgery

Adjuvant

Exploring the latest data on treatment options for patients with 

PD-L1 <1% metastatic and resectable non-metastatic NSCLC1

2

*In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed and carboplatin or cisplatin (optional pemetrexed maintenance therapy

in comparator arm only); SQ: paclitaxel and carboplatin.1 †Platinum-doublet chemo q3w for 3 cycles: NSQ: pemetrexed and cisplatin or carboplatin, or paclitaxel and carboplatin; SQ: docetaxel and cisplatin or paclitaxel and carboplatin.1 

1L=first line; ALK=anaplastic lymphoma kinase; EGFR=epidermal growth factor receptor; mNSCLC=metastatic NSCLC; NSCLC=non-small cell lung cancer; NSQ=non-squamous; PD-L1=programmed death ligand 1;
q3w=every 3 weeks; SQ=squamous.

© 2024 Bristol-Myers Squibb Company. OPDIVO®, YERVOY®, and the related logos are registered trademarks of Bristol-Myers Squibb Company. All other trademarks are property of their respective owners.
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OPDIVO®, in combination with YERVOY® and 2 cycles of 
platinum-doublet chemotherapy, is indicated for the first-line 
treatment of adult patients with metastatic or recurrent NSCLC, 
with no EGFR or ALK genomic tumor aberrations.

and 2 CYCLES OF CHEMO*

OPDIVO®, in combination with platinum-doublet chemotherapy, is 

indicated for neoadjuvant treatment of adult patients with resectable 

(tumors ≥4 cm or node positive) NSCLC and no known EGFR mutations 

or ALK rearrangements, followed by single-agent OPDIVO® as adjuvant 

treatment after surgery.

1L mNSCLC Resectable NSCLC

5-YEAR DATA UPDATE 2.5-YEAR DATA UPDATE 

Checkmate 9LA Checkmate 77T

7356-US-2400503   10/24Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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Select Important Safety Information

Summary of Warnings and Precautions

OPDIVO® (nivolumab) and YERVOY® (ipilimumab) are associated with the following Warnings and Precautions: severe and fatal   
immune-mediated adverse reactions; infusion-related reactions; complications of allogeneic hematopoietic stem cell transplantation (HSCT); 

embryo-fetal toxicity; and increased mortality in patients with multiple myeloma when OPDIVO is added to a thalidomide analogue and 
dexamethasone.  

▪ Immune-mediated adverse reactions (IMAR), which may be severe or fatal, can occur in any organ system or tissue, including the 

following: immune-mediated pneumonitis, immune-mediated colitis, immune-mediated hepatitis and hepatotoxicity, immune-mediated 
endocrinopathies, immune-mediated dermatologic adverse reactions, and immune-mediated nephritis with renal dysfunction can occur at 

any time during treatment or after discontinuation. Monitor for early identification and management. Evaluate liver enzymes, creatinine, 
adrenocorticotropic hormone level, and thyroid function at baseline and periodically during treatment for OPDIVO, and before each dose 
for YERVOY. Withhold or permanently discontinue based on severity and type of reaction. 

▪ Infusion-related reactions: Discontinue OPDIVO and YERVOY in patients with severe or life-threatening infusion-related reactions. 
Interrupt or slow the rate of infusion in patients with mild or moderate infusion-related reactions.

▪ Complications of allogeneic HSCT: Fatal and other serious complications can occur in patients who receive allogeneic HSCT before or 
after being treated with OPDIVO or YERVOY.

▪ Embryo-fetal toxicity: OPDIVO and YERVOY can cause fetal harm. Advise females of reproductive potential of potential risk to a fetus 

and to use effective contraception.

▪ Increased mortality in patients with multiple myeloma when OPDIVO is added to a thalidomide analogue and dexamethasone: Treatment 

of patients with multiple myeloma with a PD-1 or PD-L1 blocking antibody in combination with a thalidomide analogue plus 
dexamethasone is not recommended outside of controlled clinical trials.

3Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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OPDIVO® (nivolumab) + YERVOY® (ipilimumab): harnessing the immune 

system to help destroy tumor cells and to defend with memory1-14

Targeting of normal cells can also occur.2,3

Antigen-presenting cell

CTLA-4 receptor

OPDIVO

YERVOY

T cell

Treg

OPDIVO HELPS EXISTING T CELLS 

DISCOVER THE TUMOR by blocking PD-1, 

a different immune checkpoint.1

PD-1 receptor

YERVOY HELPS ACTIVATE AND 

PROLIFERATE CYTOTOXIC CELLS by 

blocking the immune checkpoint CTLA-4 and 

also reduces Treg function.4,5 OPDIVO + YERVOY

Tumor

THE POTENTIALLY SYNERGISTIC MECHANISMS 

HELP DESTROY TUMOR CELLS and make it 

possible to deliver an enhanced anti-tumor response 

greater than the effects of either antibody alone.1,11

SOME OF THE T CELLS STIMULATED 

BY YERVOY CAN BECOME MEMORY 

T CELLS. Memory T cells may allow for 

a long-term immune response.4,6-10

Memory T cells

This graphic is for demonstration purposes only. 

The illustrated mechanisms may vary for each patient and may not directly correlate with clinical significance.

CTLA-4 blockade may help lead to increase in tumor PD-L1.12-14*

4Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.

*The actual mechanism of this effect is unclear. This is an assumption based on limited data related to the mechanistic blockade of CTLA-4 and was not specific to YERVOY.12-14

CTLA-4=cytotoxic T-lymphocyte antigen 4; PD-1=programmed death receptor-1; PD-L1=programmed death ligand 1; T cell=cytotoxic T cell; Treg=regulatory T cell.

Mechanism of action

https://packageinserts.bms.com/pi/pi_opdivo.pdf
https://packageinserts.bms.com/pi/pi_yervoy.pdf


Current standards of care in r/m NSCLC result in worse outcomes for 

patients with PD-L1 <1% compared with PD-L1 ≥50%15

5

In this retrospective, real-world study, ~99% (n=4218/4271) of patients were on pembrolizumab + chemo. 

The remaining ~1% (n=53/4271) of patients were on atezolizumab + chemo ± bevacizumab16

3-year OS rates: Real-world anti–PD-(L)1 + chemo in patients with r/m NSCLC15
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Percentage of patients alive

ALIVE
31%

ALIVE
17%

PD-L1 ≥50%

n=1296

PD-L1 <1%

n=2145

▪ Using current algorithms, PD-L1 <1% is detected in approximately 1/3 of patients diagnosed with mNSCLC17

▪ The median overall survival for patients with PD-L1 <1% treated with single-agent I-O + chemotherapy is 8.7–10.2 months16

▪ Study design: This retrospective study evaluated the clinical outcomes of real-world adult patients with confirmed stage III–IV NSCLC who received either 1L I-O 

monotherapy (n=3041) or single-agent I-O combined with chemotherapy (n=4271) on or after January 1, 2016. Patient data were abstracted from electronic health records in 

the Flatiron Health oncology database with a data cut-off date of June 30, 2020. Patients were grouped by treatment (I-O + chemo or I-O monotherapy) and stratified by 
histology. Patients were excluded if they had <2 documented visits on or after initial NSCLC diagnosis, EGFR-/ALK-positive tumors, or tumors with unknown histology. The 

primary objective was to examine OS. Secondary objectives were to evaluate duration of therapy and real-world time to progression while on treatment16

Limitation: Retrospective, real-world, observational analyses are not intended for direct comparison with clinical trials. Causality cannot be established based on this dataset, as no statistical 

testing was performed. OPDIVO® (nivolumab) + YERVOY® (ipilimumab) regimens were not included in this analysis due to their recent approvals.

1L=first line; ALK=anaplastic lymphoma kinase; EGFR=epidermal growth factor receptor; I-O=immuno-oncology; mNSCLC=metastatic NSCLC; NSCLC=non-small cell lung cancer; PD-1=programmed death receptor-1; PD-L1=programmed 

death ligand 1; OS=overall survival; r/m=recurrent or metastatic.

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.

Unmet need in patients with PD-L1 <1%

https://packageinserts.bms.com/pi/pi_opdivo.pdf
https://packageinserts.bms.com/pi/pi_yervoy.pdf


Patient case*

3 bone metastases

found in ribs

Stage IV 

SQ NSCLC

Meet Mary, newly

diagnosed with mNSCLC,

expressing PD-L1 <1%Mary

Age: 60

Imaging/MRI

Performance status

▪ ECOG PS: 1

▪ Lesion in upper lobe of the right lung (7.5 cm)

▪ No brain metastases found

Biomarkers

▪ PD-L1 expression: <1%

▪ Negative for EGFR, ALK, BRAF, KRAS, METex14, 
RET, ERBB2 (HER2), ROS1 rearrangement, and
NTRK1/2/3 fusion

Key patient information

Initial

diagnosis

Mary is a 60-year-old retired teacher who quit smoking 

due to chronic obstructive pulmonary disease (COPD).

She visited her doctor recently with some concerning 

symptoms, such as shortness of breath, cough, and 

fatigue. She has not previously been treated for cancer.

What would you recommend as an appropriate 
treatment option for Mary?

*Hypothetical patient case.

ALK=anaplastic lymphoma kinase; BRAF=V-raf murine sarcoma viral oncogene homolog B; ECOG PS=Eastern Cooperative Oncology Group Performance Status; EGFR=epidermal growth factor receptor; HER2=human epidermal growth 

factor receptor 2; KRAS=Kirsten rat sarcoma; METex14=mesynchymal epithelial transition exon 14; mNSCLC=metastatic NSCLC; MRI=magnetic resonance imaging; NSCLC=non-small cell lung cancer; NTRK=neurotrophic tyrosine receptor 
kinase; PD-L1=programmed death ligand 1; ROS1=ROS proto oncogene 1, receptor tyrosine kinase; RET=rearranged during transfection proto oncogene, receptor tyrosine kinase; SQ=squamous. 6

Metastatic/recurrent NSCLC



NSCLC=non-small cell lung cancer; PD-L1=programmed death ligand 1.

Discussion questions

Are you satisfied with your current outcomes for 

patients with PD-L1 <1%?

What treatment option(s) would you consider for 

Mary, and what are your expectations for this 

treatment? 

Q

Q
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Metastatic/recurrent NSCLC



Checkmate 9LA evaluated OPDIVO® (nivolumab) + YERVOY® (ipilimumab) and 2 cycles of 

chemo for patients with 1L r/m NSCLC regardless of PD-L1 expression and histology1,18

▪ Patients with untreated brain metastases, carcinomatous meningitis, active autoimmune disease, or medical conditions requiring systemic immunosuppression were excluded1

▪ Median number of doses was 9 for OPDIVO, 4 for YERVOY, and 2 cycles of chemo19

Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

Primary endpoint: 

OS 

Additional efficacy 

outcome measures: 
PFS, ORR, and DOR 

Treatment with 

OPDIVO + YERVOY 
continued until 

disease progression, 

unacceptable toxicity, 
or for up to 2 years 

OPDIVO

360 mg q3w +
YERVOY

1 mg/kg q6w +

Chemo
2 cycles of platinum-doublet 

chemo* 

OPDIVO

360 mg q3w
+

YERVOY

1 mg/kg q6w 

Key eligibility criteria

• Stage IV or recurrent NSCLC
• No prior systemic therapy

• No known sensitizing EGFR or 

ALK alterations
• ECOG PS 0 or 1 

Stratification by
• Histology (SQ vs NSQ)
• PD-L1 (<1% vs ≥1%)

• Sex (male vs female) 
4 cycles of platinum-doublet chemo*

(N=719)

(n=358)

(n=361)R
A

N
D

O
M

IZ
E

D
 1

:1

Checkmate 9LA study design1,18

*In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional pemetrexed maintenance therapy in comparator 

arm only); SQ: paclitaxel + carboplatin.1

1L=first line; ALK=anaplastic lymphoma kinase; DOR=duration of response; ECOG PS=Eastern Cooperative Oncology Group Performance Status; EGFR=epidermal growth factor receptor; NSCLC=non-small cell lung cancer; 
NSQ=non-squamous; ORR=overall response rate; OS=overall survival; PD-L1=programmed death ligand 1; PFS=progression-free survival; q3w=every 3 weeks; q6w=every 6 weeks; r/m=recurrent or metastatic; SQ=squamous. 

8Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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Early separation observed* and durable survival with OPDIVO® (nivolumab) 

+ YERVOY® (ipilimumab) and 2 cycles of chemo vs chemo1,20,21†‡

▪ Efficacy results from the 

pre-specified interim analysis, when 
351 events were observed (87% of 

the planned number of events for 

final analysis) with an 8.1-month 
minimum follow-up, are 

presented1,21

▪ With a minimum follow-up of 

57.3 months, median OS was 

15.8 months (95% CI: 13.9–19.7) 
with OPDIVO + YERVOY with 

chemo and 11.0 months (95% CI: 
9.5–12.7) with chemo; HR=0.73 

(95% CI: 0.62–0.85)20

Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

*Early separation of the curves is observational and not powered to detect differences in the treatment effect.21 †In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the 

comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional pemetrexed maintenance therapy in the comparator arm only); SQ: paclitaxel + carboplatin.1 ‡In the intent-to-treat population vs chemo.1

CI=confidence interval; HR=hazard ratio; mo=month; ITT=intent to treat; NSCLC=non-small cell lung cancer; NSQ=non-squamous; OS=overall survival; PD-L1=programmed death ligand 1; q3w=every 3 weeks; 
r/m=recurrent or metastatic; SQ=squamous. 

OS in ITT population: Extended follow-up analysis at 5 years1,20,21

Minimum/median follow-up for OS: 57.3/64.5 months.20

9

OS data by oncogenic 

mutation status

Patient cases with 

oncogenic mutations

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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Minimum follow-up of 57.3 months

HR=0.73 (95% CI: 0.62–0.85)

18%

5
YEARS

21%

OPDIVO + YERVOY + 

chemo
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Consistent, durable OS across PD-L1 <1% and PD-L1 ≥1% at 5 years with 

OPDIVO® (nivolumab) + YERVOY® (ipilimumab) and 2 cycles of chemo vs chemo1,20*

▪ At the 57.3-month minimum follow-up, median OS for PD-L1 <1% was 17.7 months 

(95% CI: 13.7–20.3) with OPDIVO + YERVOY with chemo and 9.8 months 

(95% CI: 7.7–13.5) with chemo; HR=0.63 (95% CI: 0.49–0.83)20

▪ At the 57.3-month minimum follow-up, median OS for PD-L1 ≥1% was 15.8 months 

(95% CI: 13.8–22.2) with OPDIVO + YERVOY with chemo and 10.9 months 

(95% CI: 9.5–13.2) with chemo; HR=0.73 (95% CI: 0.59–0.90)20

OS in PD-L1 ≥1%: Extended follow-up analysis at 5 years20-22OS in PD-L1 <1%: Extended follow-up analysis at 5 years20-22

Minimum/median follow-up for OS: 57.3/64.5 months.20

Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

*In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional pemetrexed maintenance therapy in comparator arm only); 

SQ: paclitaxel + carboplatin.1 

CI=confidence interval; HR=hazard ratio; mo=month; NR=not reached; NSCLC=non-small cell lung cancer; NSQ=non-squamous; OS=overall survival; PD-L1=programmed death ligand 1; q3w=every 3 weeks; r/m=recurrent or metastatic; SQ=squamous. 

10

Limitation: Checkmate 9LA was not powered to detect differences in the treatment effect in these subgroups; therefore, results from these exploratory analyses should be interpreted with 

caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroups.

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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Initial pre-specified interim analysis (minimum follow-up of 8.1 months)

OPDIVO + YERVOY + chemo (n=203): 14.2 mos (95% CI: 13.1–NR)

Chemo (n=203): 10.6 mos (95% CI: 9.4–12.6)

HR=0.67 (95% CI: 0.51–0.89)
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Nearly 3x the OS rate vs chemo at 5 years in patients with PD-L1 <1%20
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Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

*Post hoc exploratory analysis.23 †In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional pemetrexed 

maintenance therapy in comparator arm only); SQ: paclitaxel + carboplatin.1 ‡In Checkmate 9LA, the primary efficacy outcome measure was OS. Additional efficacy outcome measures included ORR and DOR.20 §17% vs 50% of patients in the 

OPDIVO + YERVOY + chemo and chemo arms, respectively, received subsequent therapy.20

CI=confidence interval; ITT=intent to treat; DOR=duration of response; mDOR=median duration of response; mo=month; NSCLC=non-small cell lung cancer; NSQ=non-squamous; ORR=overall response rate; OS=overall survival; 

PD-L1=programmed death ligand 1; q3w=every 3 weeks; r/m=recurrent or metastatic; SQ=squamous. 

Duration of response in PD-L1 <1%: extended follow-up analysis at 5 years20

Minimum/median follow-up for OS: 57.3/64.5 months.20

11Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.

25% of patients with PD-L1 <1% were still in response at 5 years20*†‡

Most patients were off protocol therapy for ≥3 years20§

Limitation: Checkmate 9LA was not powered to detect differences in the treatment effect in these subgroups; therefore, results from these  exploratory analyses should be interpreted with 

caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroups.

In the ITT population

▪ With a minimum follow-up of 57.3 months, 

19% of patients were still in response in the 

OPDIVO + YERVOY + chemo arm (median 

DOR of 12.4 months [95% CI: 8.7–20.2]) 

compared with 8% in the chemo arm (median 
DOR of 5.6 months 95% CI: 4.4–7.1])20

▪ With a minimum follow-up of 57.3 months, 

ORR was 38% (95% CI: 33–43) with 

OPDIVO + YERVOY + chemo and 

25% (95% CI: 21–30) with chemo20

In the PD-L1 ≥1% population

▪ With a minimum follow-up of 57.3 months, 

mDOR was 11.8 months (95% CI: 8.6–20.3) 

with OPDIVO + YERVOY + chemo and 5.6 

months (95% CI: 4.3–8.0) with chemo20

▪ With a minimum follow-up of 

57.3 months, ORR was 43% with 

OPDIVO + YERVOY + chemo and 28% with 

chemo20
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OPDIVO® (nivolumab) + YERVOY® (ipilimumab) + chemo (n=135): 17.5 mos (95% CI: 6.9–37.8)
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OS in patients with SQ and NSQ histology with OPDIVO® (nivolumab) + 

YERVOY® (ipilimumab) and 2 cycles of chemo at 5 years18,20

Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

*Post hoc exploratory analysis. In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional pemetrexed 

maintenance therapy in comparator arm only); SQ: paclitaxel + carboplatin.1,23

CI=confidence interval; HR=hazard ratio; mo=month; NR=not reached; NSCLC=non-small cell lung cancer; NSQ=non-squamous; OS=overall survival; PD-L1=programmed death ligand 1; q3w=every 3 weeks; r/m=recurrent or metastatic; 
SQ=squamous.

▪ At the 57.3-month minimum follow-up, median OS for patients with SQ histology 

was 14.5 months (95% CI: 13.1–19.3) with OPDIVO + YERVOY with chemo and 

9.1 months (95% CI: 7.2–11.6) with chemo; HR=0.63 (95% CI: 0.48–0.84)20

▪ At the 57.3-month minimum follow-up, median OS for patients with NSQ histology 

was 17.8 months (95% CI: 14.1–20.7) with OPDIVO + YERVOY with chemo and 

12.0 months (95% CI: 9.9–13.9) with chemo; HR=0.77 (95% CI: 0.64–0.94)20

Minimum/median follow-up for OS: 57.3/64.5 months.20

OS in patients with NSQ histology:

Extended follow-up analysis at 5 years18,20* 

OS in patients with SQ histology:

Extended follow-up analysis at 5 years18,20* 

12

Limitation: Checkmate 9LA was not powered to detect differences in the treatment effect in these subgroups; therefore, results from these exploratory analyses should be interpreted with 

caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroups.

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.

OPDIVO  + 

YERVOY + 

chemo

64%

35%

24%

11%

40%

20%

10% 7%

Minimum follow-up 

of 57.3 months

Median OS 
(Minimum follow-up of 12.7 months)

OPDIVO + YERVOY + chemo (n=115): 14.5 mos (95% CI: 13.1–19.4)
Chemo (n=112) : 9.1 mos (95% CI: 7.2–11.6)

HR=0.62 (95% CI: 0.45–0.86)

Number at risk

Chemo 112 80 45 29 23 16 012 11 8 212 7

115 88 73 48 40 33 024 22 21 428 13
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246 204 154 122 98 82 063 52 48 968 35

246 180 123 86 70 58 043 39 34 751 23Chemo

Number at risk

OPDIVO  + 

YERVOY + 

chemo

Median OS 
(Minimum follow-up of 12.7 months)

OPDIVO + YERVOY + chemo (n=246): 17.0 mos (95% CI: 14.0–NR)

Chemo (n=246): 11.9 mos (95% CI: 9.9–14.1)

HR=0.69 (95% CI: 0.55–0.87)

Minimum follow-up 

of 57.3 months

HR=0.77 (95% CI: 0.64–0.94)

19%
22%

5
YEARS

29%
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OPDIVO  + YERVOY + 
chemo

OS by histology in patients with PD-L1 <1%, with OPDIVO® (nivolumab) + 

YERVOY® (ipilimumab) and 2 cycles of chemo at 4 years1,23

Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

*Post hoc exploratory analysis. In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional pemetrexed 

maintenance therapy in comparator arm only); SQ: paclitaxel + carboplatin.1,23

CI=confidence interval; HR=hazard ratio; mo=month; NSCLC=non-small cell lung cancer; NSQ=non-squamous; OS=overall survival; PD-L1=programmed death ligand 1; q3w=every 3 weeks; r/m=recurrent or metastatic; SQ=squamous.

Minimum/median follow-up for OS: 47.9/54.5 months.23

13

OS in patients with PD-L1 <1% with SQ histology:

Extended follow-up analysis at 4 years23* 

OS in patients with PD-L1 <1% with NSQ histology:

Extended follow-up analysis at 4 years23* 

OPDIVO + YERVOY + chemo (n=36): 15.3 mos (95% CI: 9.9–22.2)

Chemo (n=36): 8.0 mos (95% CI: 6.6–11.5)

HR=0.50 (95% Cl: 0.30–0.83)

Median OS
(Minimum follow-up of 47.9 months)
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OPDIVO  + YERVOY + 
chemo

OPDIVO + YERVOY + chemo (n=99): 18.6 mos (95% CI: 13.2–22.7)

Chemo (n=93): 12.5 mos (95% CI: 7.7–15.2)

HR=0.73 (95% Cl: 0.53–0.99)
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Limitation: Checkmate 9LA was not powered to detect differences in the treatment effect in these subgroups; therefore, results from these exploratory analyses should be interpreted with 

caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroups.

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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OPDIVO + YERVOY + 
chemo

OPDIVO  + YERVOY + 
chemo

OS in patients with and without treated brain metastases with OPDIVO® 

(nivolumab) + YERVOY® (ipilimumab) and 2 cycles of chemo at 3 years18,24
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Time (months)

12%12%

26%

67%

35%

Median OS
(Minimum follow-up of 12.7 months)

OPDIVO + YERVOY + chemo (n=64): NR (95% CI: 12.3–NR)

Chemo (n=58): 7.9 mos (95% CI: 5.0–10.7)

HR=0.38 (95% CI: 0.24–0.60)
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20%

29%

50%

62%

39%

Median OS
(Minimum follow-up of 12.7 months)

OPDIVO + YERVOY + chemo (n=297): 15.4 mos (95% CI: 13.8–19.4)

Chemo (n=300): 11.8 mos (95% CI: 10.0–13.7)

HR=0.75 (95% CI: 0.61–0.92)

OS: with and 

without brain 

metastases in 

PD-L1 <1%

Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

*Post hoc exploratory analysis.24 †Subjects were eligible for enrollment in Checkmate 9LA if brain metastases were adequately treated and asymptomatic for at least 2 weeks prior to first treatment dose. In addition, 

subjects must have been either off corticosteroids, or on a stable or decreasing dose of  ≤10 mg daily prednisone (or equivalent) for at least 2 weeks before first treatment. Subsequent radiotherapy was received by 20% 

(OPDIVO + YERVOY + chemo) and 24% (chemo); subsequent systemic therapy by 29% and 34%; subsequent immunotherapy by 4% and 26%; subsequent chemo by 29% and 16%, respectively.24,25 ‡Subsequent 

radiotherapy was received by 17% (OPDIVO + YERVOY + chemo) and 16% (chemo); subsequent systemic therapy by 38% and 51%; subsequent immunotherapy by 9% and 38%; subsequent chemo by 35% and 29%, 

respectively.24,,25 

CI=confidence interval; HR=hazard ratio; mo=month; NR=not reached; NSCLC=non-small cell lung cancer; OS=overall survival; PD-L1=programmed death ligand 1; r/m=recurrent or metastatic. 

▪ At the 36.1-month minimum follow-up, median OS for patients with brain metastases 

was 19.3 months (95% CI: 12.3–23.9) with OPDIVO + YERVOY with chemo and 

6.8 months (95% CI: 4.7–9.7) with chemo; HR=0.45 (95% CI: 0.29–0.70)24

▪ At the 36.1-month minimum follow-up, median OS for patients without brain metastases 

was 15.6 months (95% CI: 13.8–19.4) with OPDIVO + YERVOY with chemo and 12.1 

months (95% CI: 10.2–13.7) with chemo; HR=0.80 (95% CI: 0.67–0.96)24

Minimum/median follow-up for OS: 36.1/42.6 months.24

14

28% 26%

3
YEARS

3
YEARS

OS in patients with brain metastases:

Extended follow-up analysis at 3 years18,24*† 

OS in patients without brain metastases:

Extended follow-up analysis at 3 years18,24*‡

Chemo

Number at risk

Chemo

Number at risk

Limitation: Checkmate 9LA was not powered to detect differences in the treatment effect in these subgroups; therefore, results from these  exploratory analyses should be 

interpreted with caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroups.

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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https://packageinserts.bms.com/pi/pi_yervoy.pdf


60 40 20 0 20 40 60

Cough

Pruritus

Constipation

Decreased appetite

Rash

Diarrhea

Nausea

Musculoskeletal pain

Fatigue

The safety profile of OPDIVO® (nivolumab) + YERVOY® (ipilimumab) and 2 cycles of chemo 

was consistent with the known profiles of each component1,18*†

Adverse reactions in >10% of patients receiving OPDIVO + YERVOY and 2 cycles of chemo1*

▪ OPDIVO + YERVOY with chemo was 

discontinued in 24% of patients due to 
adverse reactions and 56% had at least one 

dose withheld for an adverse reaction

▪ Serious adverse reactions occurred in 57% of 

patients who received OPDIVO + YERVOY 

with chemo

▪ The most frequent (>2%) serious adverse 
reactions were pneumonia, diarrhea, febrile 

neutropenia, anemia, acute kidney injury, 

musculoskeletal pain, dyspnea, pneumonitis, 
and respiratory failure. Fatal adverse reactions 

occurred in 7 (2%) patients, and included 
hepatic toxicity, acute renal failure, sepsis, 

pneumonitis, diarrhea with hypokalemia, and 

massive hemoptysis in the setting of 
thrombocytopenia

Additional safety information1OPDIVO + YERVOY with chemo 

(n=358)

Chemo

(n=349)

Adverse reaction All grades (%) Grades 3–4 (%) Grades 3–4 (%) All grades (%)

Median number of doses was 9 for OPDIVO, 4 for YERVOY, and 2 cycles of chemo.19
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Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

Toxicity was graded per NCI CTCAE v4.1

*In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional pemetrexed maintenance therapy in the 

comparator arm only); SQ: paclitaxel + carboplatin.1 †Based on types of adverse reactions reported in 1L mNSCLC. Please note clinical trials are conducted under varying conditions, including different trial designs and dosing. Adverse reaction 
rates cannot be directly compared between trials.1 ‡Includes fatigue and asthenia.1 §Includes myalgia, back pain, pain in extremity, musculoskeletal pain, bone pain, flank pain, muscle spasms, musculoskeletal chest pain, musculoskeletal 

disorder, osteitis, musculoskeletal stiffness, non-cardiac chest pain, arthralgia, arthritis, arthropathy, joint effusion, psoriatic arthropathy, and synovitis.1 ║Includes colitis, ulcerative colitis, diarrhea, and enterocolitis.1 ¶Includes acne, dermatitis, 

acneiform dermatitis, allergic dermatitis, atopic dermatitis, bullous dermatitis, generalized exfoliative dermatitis, eczema, keratoderma blennorrhagica, palmar-plantar erythrodysesthesia syndrome, rash, erythematous rash, generalized rash, 

macular rash, maculo-papular rash, morbilliform rash, papular rash, pruritic rash, skin exfoliation, skin reaction, skin toxicity, Stevens-Johnson syndrome, and urticaria.1 #Includes pruritus and generalized pruritus.1 **Includes cough, productive 

cough, and upper-airway cough syndrome.1

1L=first line; mNSCLC=metastatic NSCLC; NCI CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events; NSCLC=non-small cell lung cancer; NSQ=non-squamous; PD-L1=programmed death ligand 1; q3w=every 3 

weeks; r/m=recurrent or metastatic; SQ=squamous.

15Please see additional Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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The safety profile of OPDIVO® (nivolumab) + YERVOY® (ipilimumab) and 2 cycles of chemo 

was consistent with the known profiles of each component1,18*†

CM 9LA IMAR 

Summary
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Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

Toxicity was graded per NCI CTCAE v4.1

*In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional pemetrexed 

maintenance therapy in the comparator arm only); SQ: paclitaxel + carboplatin.1 †Based on types of adverse reactions reported in 1L mNSCLC. Please note clinical trials are conducted under varying conditions, 
including different trial designs and dosing. Adverse reaction rates cannot be directly compared between trials.1 ‡Includes autoimmune thyroiditis, increased blood thyroid stimulating hormone, hypothyroidism, 

thyroiditis, and decreased free tri-iodothyronine.1 §Includes dyspnea, dyspnea at rest, and exertional dyspnea.1 ║Includes abdominal discomfort, abdominal pain, lower abdominal pain, upper abdominal pain, and 

gastrointestinal pain.1 ¶Includes dizziness, vertigo, and positional vertigo.1

1L=first line; mNSCLC=metastatic NSCLC; NCI CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events; NSCLC=non-small cell lung cancer; NSQ=non-squamous; PD-L1=programmed 
death ligand 1; q3w=every 3 weeks; r/m=recurrent or metastatic; SQ=squamous.

▪ The most common (>20%) adverse reactions 

were fatigue, musculoskeletal pain, nausea, 
diarrhea, rash, decreased appetite, 

constipation, and pruritus1

▪ At the minimum follow-up of 57.3 months, no 

new safety signals were identified20

Additional safety information (cont’d)

Adverse reactions in >10% of patients receiving OPDIVO + YERVOY and 2 cycles of chemo (cont’d)1*

OPDIVO + YERVOY with chemo 

(n=358)

Chemo

(n=349)

Adverse reaction All grades (%) Grades 3–4 (%) Grades 3–4 (%) All grades (%)

With a minimum follow-up of 49.1 months, no new safety signals were identified for OPDIVO + YERVOY and 2 cycles of chemo.23*

16Please see additional Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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Dosing: OPDIVO® (nivolumab) + low-dose (1 mg/kg) YERVOY® (ipilimumab) 

and 2 cycles of chemo1,5*†

▪ OPDIVO is administered as an IV infusion over 30 minutes1 

▪ YERVOY is administered as an IV infusion over 30 minutes5

Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

*For the r/m NSCLC dosing regimen in combination with chemo: on the first week, 4 agents will be administered (OPDIVO 360 mg + YERVOY 1 mg/kg + histology-based chemo†), followed by 3 agents (OPDIVO + histology-based chemo†) on 

the third week, 2 agents (OPDIVO + YERVOY) on the sixth week, and OPDIVO monotherapy on the ninth week, followed by maintenance therapy of OPDIVO + YERVOY.1 †Histology-based chemo; SQ patients: carboplatin AUC 6 + paclitaxel 

200 mg/m2 q3w; NSQ patients: carboplatin AUC 5 or 6 or cisplatin 75 mg/m2 + pemetrexed 500 mg/m2 q3w.1

AUC=area under the curve; IV=intravenous; NSCLC=non-small cell lung cancer; NSQ=non-squamous; PD-L1=programmed death ligand 1; Pt=platinum; q3w=every 3 weeks; q6w=every 6 weeks; r/m=recurrent or metastatic; SQ=squamous.

17

OPDIVO

Pt-doublet
chemo

YERVOY

No chemo maintenance required

0 1 2 3 4 5 6 7 8 9 10 11 12

Chemo†

360
mg

mg
/kg1

360
mg

360
mg

360
mg

mg
/kg1

Chemo†

OPDIVO 360 mg q3w +

YERVOY 1 mg/kg q6w

Treat until disease progression,

unacceptable toxicity, or for up to 2 years

MAINTENANCE DOSINGINDUCTION DOSING (OPDIVO 360 mg q3w + YERVOY 1 mg/kg q6w + Pt-doublet chemo q3w) MAINTENANCE DOSING

Weeks

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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National Comprehensive Cancer Network® (NCCN®) recommendations for 

patients with metastatic NSCLC, regardless of PD-L1 expression1,26

Please see updated NCCN Guidelines® for a complete listing of all NCCN-recommended agents, including preferred options. 

NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way. 

*Histology-based chemotherapy; NSQ: pemetrexed + (carboplatin or cisplatin); SQ: paclitaxel + carboplatin.1

ALK=anaplastic lymphoma kinase; BRAF=v-raf murine sarcoma viral oncogene homolog B; EGFR=epidermal growth factor receptor; mNSCLC=metastatic non-small cell lung cancer; NCCN=National Comprehensive Cancer Network; 

NSCLC=non-small cell lung cancer; NSQ=non-squamous; NTRK=neurotrophic tyrosine receptor kinase; PD-1=programmed death receptor-1; PD-L1=programmed death ligand 1; ROS1=ROS proto oncogene 1, receptor tyrosine kinase; 
SQ=squamous. 18

Nivolumab (OPDIVO) + ipilimumab (YERVOY) + platinum-doublet chemotherapy* is recommended 

as a Category 1, other recommended, first-line therapy option for eligible patients with metastatic 

NSCLC regardless of PD-L1 expression and with performance status 0–1 (PD-L1 <1%) or 

0–2 (PD-L1 ≥1%) (V10.2024), who are EGFR, ALK, ROS1, BRAF V600E, NTRK1/2/3, METex14, and 

RET negative, and with no contraindications to PD-1 or PD-L1 inhibitors.26

NCCN Category 1

For patients with mNSCLC



Their PD-L1 <1% deserves your 100%

▪ 22% (n=22) of patients with PD-L1 <1% were alive at 5 years and 8% (n=8) with chemo20

▪ 25% of patients with PD-L1 <1% were still in response at 5 years and 0% with chemo20

Durable OS and response in patients with PD-L1 <1% at 5 years20*

OPDIVO® + YERVOY® and 2 cycles of chemo1,21*:

▪ Primary analysis from the pre-specified interim analysis at the 8.1-month minimum 
follow-up: median OS was 14.1 months (95% CI: 13.2–16.2) with OPDIVO + YERVOY 
with chemo and 10.7 months (95% CI: 9.5–12.5) with chemo; HR=0.69 (96.71% CI: 

0.55–0.87); P=0.0006

▪ Efficacy results from the pre-specified interim analysis when 351 events were observed 

(87% of the planned number of events for final analysis) with an 8.1-month minimum 
follow-up

▪ Extended follow-up analysis: with a minimum 57.3-month follow-up, median OS was 
15.8 months (95% CI: 13.9–19.7) with OPDIVO + YERVOY with chemo and 11.0 months 
(95% CI: 9.5–12.7) with chemo; HR=0.73 (95% CI: 0.62–0.85)20

– At the 57.3-month minimum follow-up, median OS for PD-L1 <1% was 17.7 months 
(95% CI: 13.7–20.3) with OPDIVO + YERVOY with chemo and 9.8 months (95% CI: 

7.7–13.5) with chemo; HR=0.63 (95% CI: 0.49–0.83)

– At the 57.3-month minimum follow-up, median OS for PD-L1 ≥1% was 15.8 months 
(95% CI: 13.8–22.2) with OPDIVO + YERVOY with chemo and 10.9 months (95% CI: 

9.5–13.2) with chemo; HR=0.73 (95% CI: 0.59–0.90)

and
2 CYCLES 

OF CHEMO*

Checkmate 9LA: For r/m NSCLC patients with PD-L1 <1% and PD-L1 ≥1%

*vs chemo. In Checkmate 9LA, patients received 2 cycles of platinum-doublet chemo q3w in the experimental arm and 4 cycles in the comparator arm; NSQ: pemetrexed + carboplatin or cisplatin (optional

pemetrexed maintenance therapy in comparator arm only); SQ: paclitaxel + carboplatin.1

CI=confidence interval; HR=hazard ratio; NSCLC=non-small cell lung cancer; NSQ=non-squamous; OS=overall survival; PD-L1=programmed death ligand 1; q3w=every 3 weeks; r/m=recurrent or metastatic; SQ=squamous.

19

Limitation: Checkmate 9LA was not powered to detect differences in the treatment effect in PD-L1 subgroups; therefore, results from this exploratory analysis should 

be interpreted with caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroup.

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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CHECKMATE 77T:   NOW APPROVED  FOR THE PERIOPERATIVE TREATMENT OF RESECTABLE NSCLC

SEE THE IMPACT OF pCR IN YOUR PATIENTS

20

Indication: OPDIVO®, in combination with platinum-doublet chemotherapy, is indicated for neoadjuvant treatment of adult patients with resectable (tumors ≥4 cm or node positive) 

NSCLC and no known EGFR mutations or ALK rearrangements, followed by single-agent OPDIVO® as adjuvant treatment after surgery.

*NSQ: cisplatin + pemetrexed, carboplatin + pemetrexed, or carboplatin + paclitaxel; SQ: cisplatin + docetaxel or carboplatin + paclitaxel.3

ALK=anaplastic lymphoma kinase; CI=confidence interval; EFS=event-free survival; EGFR=epidermal growth factor receptor; NR=not reached; NSCLC=non-small cell lung cancer; NSQ=non-squamous; pCR=pathological complete response; 

SQ=squamous.

▪ Checkmate 77T primary endpoint: Median EFS at the 15.7-month minimum follow-up (median 25.4 months) for patients receiving neoadjuvant OPDIVO + chemo with 
adjuvant OPDIVO was not reached (95% CI: 28.9–NR) and 18.4 months (95% CI: 13.6–28.1) for those receiving neoadjuvant placebo + chemo with adjuvant placebo1,2

▪ Checkmate 77T prespecified secondary endpoint: pCR at the 15.7-month minimum follow-up (median 25.4 months) for patients receiving neoadjuvant 
OPDIVO + chemo with adjuvant OPDIVO was 25% (n=58/229; 95% CI: 20–31) and 4.7% (n=11/232; 95% CI: 2.4–8) for those receiving neoadjuvant placebo + chemo 

with adjuvant placebo1,2

Limitation: The pCR rate was assessed in a descriptive analysis of a pre-specified secondary endpoint; the statistical testing plan did not assign alpha control to this endpoint, so direct 

comparisons between the treatment arms cannot be made.1,2

Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.

With OPDIVO®,  25% of patients achieved pCR1,2

Your choice for chemo flexibility: OPDIVO was studied using both carboplatin- and cisplatin-based doublet therapy1

SURGERY

+chemotherapy

Neoadj uvantNeoadjuvant

+chemotherapy

Up to 4 cycles before 

surgery

+chemotherapy

NeoadjuvantAdjuvant

https://packageinserts.bms.com/pi/pi_opdivo.pdf


Patient case*

21

Lymph node 

involvement

Stage IIIB  (T3N2)

NSCLC

Meet Alex, newly

diagnosed with NSCLC,

expressing PD-L1 1–49%Alex

Age: 64

Performance status

▪ ECOG PS: 0

Imaging (PET/CT scan) 

▪ Lesion in upper lobe of the right lung (4.8 cm)

Biomarkers

▪ PD-L1 expression: 1–49%

▪ Negative for EGFR, ALK, BRAF, KRAS, METex14, 
RET, ERBB2 (HER2), ROS1 rearrangement, and
NTRK1/2/3 fusion

Key patient information

Initial

diagnosis

Alex is a 64-year-old retired certified public accountant 

who quit smoking 15 years ago. They have hypertension 

and generalized anxiety disorder. 

They visited their doctor recently with some 

concerning symptoms, such as shortness of breath, 

chest pain, cough, and fatigue.

What would you recommend as an appropriate 
treatment option for Alex?

Lymph node involvement

▪ Ipsilateral, multiple mediastinal lymph nodes

*Hypothetical patient case.

ALK=anaplastic lymphoma kinase; CT=computed tomography; ECOG PS=Eastern Cooperative Oncology Group Performance Status; EGFR=epidermal growth factor receptor; ERBB2=v-erb-b2 avian erythroblastic leukemia viral oncogene 
homolog 2; HER2=human epidermal growth factor receptor 2; KRAS=Kirsten rat sarcoma; METex14=MET exon 14; NSCLC=non-small cell lung cancer; NTRK=neurotrophic tyrosine receptor kinase; PD-L1=programmed death ligand 1; 
PET=positron emission tomography; RET=rearranged during transfection proto oncogene, receptor tyrosine kinase; ROS1=ROS proto oncogene 1, receptor tyrosine kinase.

Resectable NSCLC



Discussion questions

What treatment options would your 

multidisciplinary team consider for Alex? 

What factors would you take into account for the 

final decision? 

Q

Q

22

Resectable NSCLC

NSCLC=non-small cell lung cancer.



Recent research* has shown that pCR could be an early indicator for 

long-term survival outcomes4-8

23

Study design: For this meta-analysis, a systematic literature review was conducted in the MEDLINE, CENTRAL, and EMBASE databases, as well as the proceedings from key annual meetings. The PRISMA and MOOSE guidelines for 

meta-analyses were followed. A total of 66 studies were included (8 randomized trials, 39 prospective nonrandomized trials, and 19 retrospective studies). Studies were included based on the following criteria: stage I–III NSCLC with intent to 

perform resection; delivery of PD-1, PD-L1, or CTLA-4 inhibitors before resection; and sufficient data for quantitative meta-analysis for at least one outcome measure (eg, DFS, PFS, EFS, RFS, or OS). For the purposes of this meta-analysis, 

PFS, DFS, EFS, and RFS were used interchangeably. This meta-analysis aimed to assess the safety and efficacy of I-O ± chemotherapy in the neoadjuvant setting, compare the safety and efficacy of neoadjuvant I-O + chemo vs chemo alone, 

and explore predictors of pCR with neoadjuvant I-O and their association with outcomes (PFS and OS). As this was not an individual patient data meta-analysis, no central review of pathology or radiology could be done.5

In a 2023 meta-analysis of 66 studies evaluating outcomes in the 

neoadjuvant treatment of patients with resectable NSCLC, a positive 

correlation was seen between pCR and long-term survival 

outcomes.5

▪ pCR was associated with higher EFS (HR=0.25; 95% CI: 0.15–0.43)

CI=confidence interval; CTLA-4=cytotoxic T-lymphocyte antigen 4; DFS=disease-free survival; EFS=event-free survival; HR=hazard ratio; I-O=immuno-oncology; MOOSE=Meta-Analysis of Observational Studies in Epidemiology; 

NSCLC=non-small cell lung cancer; OS=overall survival; pCR=pathologic complete response; PD-1=programmed death receptor-1; PD-L1=programmed death ligand 1; PFS=progression-free survival; PRISMA=Preferred Reporting Items for 

Systematic reviews and Meta-Analyses; RFS=recurrence-free survival.

*Limitation: These post hoc exploratory meta-analyses do not substitute for randomized clinical trial 

evidence and cannot be used to draw definitive conclusions.

Resectable NSCLC



Perioperative OPDIVO® (nivolumab): Studied in patients with 

stage IIA–IIIB NSCLC1-3

24

▪ Primary endpoint: 

‒ EFS (by BICR): Time from randomization to disease progression that precludes surgery, disease progression/recurrence after surgery, 

progression for patients without surgery, or death due to any cause1,2,9

▪ Select prespecified secondary endpoint: 

‒ pCRII (by BIPR): 0% residual viable tumor cells in both the primary tumor (lung) and sampled lymph nodes1,2,9

▪ The median number of adjuvant doses received was 13 (range: 1–13) in both OPDIVO + chemo/OPDIVO  and placebo + chemo/placebo arms3

*EGFR testing was mandatory in all patients with NSQ histology. ALK testing was done in patients with a history of ALK alterations. EGFR/ALK testing was performed using US FDA/local health authority–approved assays.3 †Determined by the 

PD-L1 IHC 28-8 pharmDx assay (Dako).3 ‡NSQ: cisplatin + pemetrexed, carboplatin + pemetrexed, or carboplatin + paclitaxel; SQ: cisplatin + docetaxel or carboplatin + paclitaxel.3 §Until disease progression, recurrence, or unacceptable toxicity 

or for up to 1 year (13 cycles) post surgery.1 ∥Assessed per immune-related pathologic response criteria.3 

AJCC=American Joint Committee on Cancer; ALK=anaplastic lymphoma kinase; BICR=blinded independent central review; BIPR=blinded independent pathological review; ECOG PS=Eastern Cooperative Oncology Group Performance Status; 

EFS=event-free survival; EGFR=epidermal growth factor receptor; IHC=immunohistochemistry; NSCLC=non-small cell lung cancer; NSQ=non-squamous; pCR=pathologic complete response; PD-1=programmed death receptor-1; 
PD-L1=programmed death ligand 1; q3w=every 3 weeks; q4w=every 4 weeks; SQ=squamous. 

Checkmate 77T: Neoadjuvant OPDIVO + chemo followed by adjuvant OPDIVO after surgery

OPDIVO was studied using both carboplatin- and cisplatin-based doublet therapy1

Randomized 

1:1

Key eligibility criteria

• Resectable, stage IIA (>4 cm)–IIIB (N2)
NSCLC (per AJCC 8th edition)

• No prior systemic anti-cancer treatment

• ECOG PS 0–1

• No EGFR mutations/known

ALK alterations* 

Stratified by histology (NSQ vs SQ),

disease stage (II vs III), and tumor
PD-L1† status (≥1% vs <1% vs not
evaluable/indeterminate)

N=461

n=229

n=232

Follow-up

OPDIVO 360 mg

q3w + chemo‡ q3w

(up to 4 cycles)

Placebo q3w +

chemo‡ q3w

(up to 4 cycles)

Surgery

(within 6 weeks 

post neoadjuvant 
treatment)

Surgery

(within 6 weeks 

post neoadjuvant 
treatment)

OPDIVO 480 mg

q4w (1 year)
(within 90 days
after surgery)§

Placebo 

q4w (1 year)
(within 90 days after 
surgery)§

Radiologic 
restaging

Radiologic 
restaging

62.0%

65.5%

Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.

https://packageinserts.bms.com/pi/pi_opdivo.pdf
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Characteristics
OPDIVO® (nivolumab) + chemo/OPDIVO

 (n=229)
Placebo + chemo/placebo

(n=232)*
Median age, years (range) 66 (37–83) 66 (35–86)
Male, % 73 69
ECOG PS, %

0
1

64
36

61
39

Disease stage,† %

IIA–B‡

IIIA–B§
35
64

35
64

Histology, %

Squamous
Non-squamous

51
49

51
49

Smoking status, %

Current/former
Never

93
7 

88
12

Tumor PD-L1 expression,II %

Not evaluable
<1%
≥1%
       1–49%
        ≥50%

4
41
56
36
20

5
40
55
33
22

Platinum therapy type, %

Cisplatin
Carboplatin

24
73

18
78

Geographic region, %

North America
Europe
Asia
Rest of the world¶

10
54
28
8

9
55
22
15

Checkmate 77T baseline characteristics10

Percentages may not total 100 due to rounding. *One patient had EGFR mutation and ALK translocation.10 †Disease stage (per AJCC 8th edition) as reported in case report forms. Two (1%) patients in the OPDIVO + chemo/OPDIVO arm had 

stage IIIC disease, and 2 (1%) patients in the placebo + chemo/placebo arm had stage IV disease.10 ‡Stage IIA was reported in 7% of patients in the OPDIVO + chemo/OPDIVO arm and 8% of patients in the placebo + chemo/placebo arm; 

stage IIB disease was reported in 29% and 27% of patients, respectively.10 §Stage IIIA was reported in 45% of patients in the OPDIVO + chemo/OPDIVO arm and 49% of patients in the placebo + chemo/placebo arm; stage IIIB disease was 

reported in 19% and 15% of patients, respectively.10 IIDetermined using the PD-L1 IHC 28-8 pharmDx assay (Dako).10 ¶Includes only Argentina, Australia, Brazil, and Mexico.10 

AJCC=American Joint Committee on Cancer; ALK=anaplastic lymphoma kinase; ECOG PS=Eastern Cooperative Oncology Group Performance Status; EGFR=epidermal growth factor receptor; IHC=immunohistochemistry; PD-L1=programmed 
death ligand 1.

Checkmate 77T: Neoadjuvant OPDIVO + chemo followed by adjuvant OPDIVO after surgery

25Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.
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*vs chemo with placebo.1,2 †EFS per BICR is defined as time from randomization to disease progression that precludes surgery, disease progression/recurrence after surgery, progression for patients without surgery, or 

death due to any cause.1,2,9 ‡pCR by BIPR is defined as 0% residual viable tumor cells in both the primary tumor (lung) and sampled lymph nodes.2,9 §Per the 8th edition American Joint Committee on Cancer.1,2

BICR=blinded independent central review; BIPR=blinded independent pathological review; CI=confidence interval; EFS=event-free survival; HR=hazard ratio; NR=not reached; NSCLC=non-small cell lung cancer; 

pCR=pathologic complete response.

Checkmate 77T: Neoadjuvant OPDIVO + chemo followed by adjuvant OPDIVO after surgery

EFS per BICR1,2,11§ pCR per BIPR1,2§

OPDIVO + chemo/OPDIVO

   (95% CI: 20–31)

25%

4.7%

0%

10%

20%

30%

40%

58/229 11/232n/N

Placebo + chemo/placebo

   (95% CI: 2.4–8)

p
C

R
 r

a
te

 (
%

)‡

Estimated treatment difference:
20.5% (95% CI: 14.3–26.6)

Minimum/median follow-up: 15.7/25.4 months.2

Give patients the opportunity for an extended EFS benefit*† and 

a high pCR‡ rate with perioperative OPDIVO® (nivolumab)1,2

Limitation: The pCR rate was assessed in a descriptive analysis of a pre-specified secondary endpoint; the statistical testing plan did not assign alpha control to this 

endpoint, so direct comparisons between the treatment arms cannot be made.
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OPDIVO + chemo/

OPDIVO

E
F

S
 (

%
)

No. at risk

Placebo + chemo/

placebo

Time (months)

0

80

60

40

20

100

73%

59%

229 052663114132140172

232 0522397892117164

0 484236302418126

Median EFS
Minimum/median follow-up: 23.6/33.3 months 
OPDIVO + chemo/OPDIVO: 40.1 months (95% CI: 33.7–NR)

Placebo + chemo/placebo: 17.0 months (95% CI: 13.6–28.1)
HR=0.59 (95% CI: 0.45–0.79)

44%

24
MONTHS 

65%

Median EFS (primary analysis)
Minimum/median follow-up: 15.7/25.4 months

OPDIVO + chemo/OPDIVO: NR (95% CI: 28.9–NR)

Placebo + chemo/placebo: 18.4 months (95% CI: 13.6–28.1)
HR=0.58 (95% CI: 0.43–0.78); P=0.00025

Only OPDIVO gives

1 in  4
 patients a chance 

at pCR

EFS by pCR

Efficacy by N2 status

Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.

https://packageinserts.bms.com/pi/pi_opdivo.pdf
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Perioperative OPDIVO® (nivolumab) has a well-known safety profile1*

Checkmate 77T: Neoadjuvant OPDIVO + chemo followed by adjuvant OPDIVO after surgery

Most serious ARs1

Neoadjuvant

• In Checkmate 77T, of the patients who received 

OPDIVO in combination with platinum-doublet 
chemotherapy as neoadjuvant treatment 

(n=228), 21% of patients experienced serious 
adverse reactions

• The most frequent (≥2%) serious adverse 
reaction was pneumonia. Fatal adverse events 

occurred in 2.2% of patients due to 
cerebrovascular accident, COVID-19 infection, 

hemoptysis, pneumonia, and pneumonitis 

(0.4% each)

Adjuvant
• In the adjuvant phase of Checkmate 77T, of the 

patients who received OPDIVO (n=142), 22% of 

the patients experienced serious adverse 
reactions. The most frequent serious adverse 

reaction was pneumonitis/ILD (2.8%). One fatal 
adverse event due to COVID-19 occurred

Most common ARs12

• In Checkmate 77T, the most common 

adverse reactions (reported in ≥20%) in 
patients receiving OPDIVO in 

combination with chemotherapy (n=228) 
were anemia (39.5%), constipation 

(32.0%), nausea (28.9%), fatigue 

(28.1%), alopecia (25.9%), and 
cough (21.9%)

Surgery-related ARs1

Neoadjuvant

• In Checkmate 77T, 5.3% (n=12) of the 

OPDIVO-treated patients who received 
neoadjuvant treatment did not receive 

surgery due to adverse reactions. The 
adverse reactions that led to cancellation 

of surgery in OPDIVO-treated patients 

were cerebrovascular accident, 
pneumonia, and colitis/diarrhea 

(2 patients each) and acute coronary 
syndrome, myocarditis, hemoptysis, 

pneumonitis, COVID-19, and myositis 

(1 patient each)

*ARs were categorized according to the Medical Dictionary for Regulatory Activities, version 26.0, and graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0.3

AR=adverse reaction; ILD=interstitial lung disease.

27Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.

https://packageinserts.bms.com/pi/pi_opdivo.pdf


Adjuvant dosing

Weeks 0 1 2 3 4 5 6 7 8 9 10 11 12

OPDIVO

Pt-doublet
chemo

360
mg

Chemo

360
mg

360
mg

360
mg

ChemoChemo Chemo

Neoadjuvant dosing (OPDIVO 360 mg q3w + Pt-doublet chemo q3w) 

until disease progression, unacceptable toxicity, or for up to 4 cycles1,2

13 14 15

OPDIVO 480 mg q4w

Adjuvant treatment until disease
progression, recurrence, unacceptable
toxicity, or for up to 13 cycles (~1 year)
post-surgery

SURGERY
(within 6 weeks 
post-neoadjuvant 

treatment)

▪ OPDIVO is administered as an IV infusion over 30 minutes1

▪ Refer to the respective Prescribing Information for each therapeutic agent for the recommended dosage and administration information, as appropriate

▪ Administer OPDIVO first, followed by platinum-doublet chemo on the same day1

▪ No premedication required with OPDIVO1

FOR MARKET RESEARCH PURPOSES ONLY. HIGHLY CONFIDENTIAL. DO NOT DISTRIBUTE.

Dosing: Up to 4 cycles of OPDIVO® (nivolumab) + chemo prior to surgery and 

OPDIVO every 4 weeks post-surgery1,2

Checkmate 77T: Neoadjuvant OPDIVO + chemo followed by adjuvant OPDIVO after surgery

*Any histology: paclitaxel and carboplatin; NSQ: pemetrexed and cisplatin or carboplatin; SQ: cisplatin and docetaxel.1

IV=intravenous; NSQ: non-squamous; Pt=platinum; q3w=every 3 weeks; q4w=every 4 weeks; SQ: squamous. 

28

Chemo flexibility: Opportunity to choose carboplatin or cisplatin

     in the neoadjuvant setting1,2*

Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.

https://packageinserts.bms.com/pi/pi_opdivo.pdf


EFS* by number of completed neoadjuvant treatment cycles13

4 cycles

76%†

61%‡

3630181260 42

E
F

S
 (

%
)

0

80

60

40

20

100

Time (months)

191 63101123152 0418

205 06194175112155

Median EFS
OPDIVO® + chemo/OPDIVO (n=191): NR 
Placebo + chemo/placebo (n=205): 19.8

HR=0.57 (95% CI: 0.42–0.79)
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No. at risk

< 4 cycles

3630181260 4224

0

80

60

40

20

100

62%§

36%ǁ

E
F

S
 (

%
)

Time (months)

38 6141821 002

27 00033610

No. at risk

Median EFS
OPDIVO + chemo/OPDIVO (n=38): NR 
Placebo + chemo/placebo (n=27): 7.8

HR=0.51 (95% CI: 0.23–1.11)

*EFS per BICR is defined as time from randomization to disease progression that precludes surgery, disease progression/recurrence after surgery, progression for patients without surgery, or death due to any cause.2 †95% CI: 68–81.13

‡95% CI: 54–68.13 §95% CI: 42–76.13 ǁ95% CI: 15–57.13

BICR=blinded independent central review; CI=confidence interval; EFS=event-free survival; HR=hazard ratio; NR=not reached.

Minimum/median follow-up: 15.7/25.4 months.13 

OPDIVO + chemo/

OPDIVO

Placebo + chemo/

placebo

OPDIVO + chemo/

OPDIVO

Placebo + chemo/

placebo

Limitation: Checkmate 77T was not powered to detect differences in EFS by number of completed neoadjuvant treatment cycle subgroups; ther efore, this exploratory analysis 

should be interpreted with caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroup.

Checkmate 77T: Neoadjuvant OPDIVO ® (nivolumab) + chemo followed by adjuvant OPDIVO after surgery

Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.
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*pCR by BIPR is defined as 0% residual viable tumor cells in both the primary tumor (lung) and sampled lymph nodes.2,9 †95% CI: 25.1–40.2.13 ‡95% CI: 3.3–11.4.13 §95% CI: 15.4–59.2.13 ǁ95% CI: 0–30.8.13 

BIPR=blinded independent pathological review; CI=confidence interval; ITT=intent to treat; pCR=pathologic complete response.

pCR* by number of completed neoadjuvant treatment cycles13

Checkmate 77T: Neoadjuvant OPDIVO ® (nivolumab) + chemo followed by adjuvant OPDIVO after surgery

Limitation: Checkmate 77T was not powered to detect differences in pCR by number of completed neoadjuvant treatment cycle subgroups; therefore, this exploratory analysis 

should be interpreted with caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroup.
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aOf the 7 patients with <4 neoadjuvant treatment cycles who had a pCR in the OPDIVO arm, 3 received 3 neoadjuvant cycles, and 4 received 2 

neoadjuvant cycles.13

pCR in ITT with 4 

neoadjuvant cycles

Minimum/median follow-up: 15.7/25.4 months.13 

Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.

https://packageinserts.bms.com/pi/pi_opdivo.pdf


Superior EFS:

65% EFS with

perioperative OPDIVO 
vs 44% with placebo + chemo

at 24 months11*

High pCR†:

25% pCR with 

perioperative OPDIVO 

and 4.7% with

 placebo + chemo1,2‡

Now patients can start and stay the course with OPDIVO® (nivolumab) 

before and after surgery1,2

31

▪ Median EFS at the 33.3-month median follow-up for patients receiving neoadjuvant OPDIVO + chemo with adjuvant OPDIVO was 40.1 months (95% CI: 33.7–NR) vs 17.0 months (95% CI: 13.6–28.1) for 
those receiving neoadjuvant placebo + chemo with adjuvant placebo11

▪ At the 25.4-month median follow-up, the hazard ratio was 0.14 (95% CI: 0.06–0.35) for patients with pCR vs those without pCR who received neoadjuvant OPDIVO + chemo with adjuvant OPDIVO and 
0.32 (95% CI: 0.10–1.00) for patients with pCR vs those without pCR who received neoadjuvant placebo + chemo with adjuvant placebo10

Checkmate 77T: Neoadjuvant OPDIVO + chemo followed by adjuvant OPDIVO after surgery

*Minimum/median follow-up: 23.6/33.3 months.11 †Minimum/median follow-up: 15.7/25.4 months.13

CI=confidence interval; EFS=event-free survival; NR=not reached; pCR=pathologic complete response.

.

NOW APPROVED: CHECKMATE 77T

§Indication: OPDIVO, in combination with platinum-doublet chemotherapy, is indicated as neoadjuvant treatment of adult patients with resectable (tumors ≥4 cm or node positive) non-small cell lung cancer (NSCLC). 

‡Limitation: The pCR rate was assessed in a descriptive analysis of a pre-specified secondary endpoint; the statistical testing plan did not assign alpha control to this endpoint, so direct comparisons between the 
treatment arms cannot be made.
ǁLimitation: Checkmate 77T was not powered to detect differences in EFS and pCR by number of completed neoadjuvant treatment cycle subgrou ps; therefore, this exploratory analysis should be interpreted with 

caution because of the limited patient numbers and potential imbalances in baseline characteristics within the subgroups.

Options with OPDIVO1

Studied using both carboplatin- and 

cisplatin-based doublet therapy
Only I-O approved for neoadjuvant-

only§ and perioperative regimens

Provides dosing data on up to 4 

neoadjuvant cycles of treatment in the 

perioperative regimenǁ

Checkmate 77T 

appendix

Checkmate 816

Please see Important Safety Information for OPDIVO® (nivolumab) at the end of the presentation and US Full Prescribing Information for OPDIVO provided at this presentation.

+chemotherapy

NeoadjuvantAdjuvant

+chemotherapy

Neoadj uvantNeoadjuvant

+chemotherapy

Up to 4 cycles before 

surgery

SURGERY
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Important Safety Information

Severe and Fatal Immune-Mediated Adverse Reactions

▪ Immune-mediated adverse reactions listed herein may not include all possible severe and fatal immune-mediated adverse reactions.

▪ Immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ system or tissue. While immune-mediated adverse reactions usually 

manifest during treatment, they can also occur after discontinuation of OPDIVO® or YERVOY®. Early identification and management are essential to ensure safe 

use of OPDIVO and YERVOY. Monitor for signs and symptoms that may be clinical manifestations of underlying immune-mediated adverse reactions. Evaluate 

clinical chemistries including liver enzymes, creatinine, adrenocorticotropic hormone (ACTH) level, and thyroid function at baseline and periodically during 

treatment with OPDIVO and before each dose of YERVOY. In cases of suspected immune-mediated adverse reactions, initiate appropriate workup to exclude 

alternative etiologies, including infection. Institute medical management promptly, including specialty consultation as appropriate.

▪ Withhold or permanently discontinue OPDIVO and YERVOY depending on severity (please see section 2 Dosage and Administration in the accompanying 

Full Prescribing Information). In general, if OPDIVO or YERVOY interruption or discontinuation is required, administer systemic corticosteroid therapy 

(1 to 2 mg/kg/day prednisone or equivalent) until improvement to Grade 1 or less. Upon improvement to Grade 1 or less, initiate corticosteroid taper and 

continue to taper over at least 1 month. Consider administration of other systemic immunosuppressants in patients whose immun e-mediated adverse reactions 

are not controlled with corticosteroid therapy. Toxicity management guidelines for adverse reactions that do not necessarily require systemic steroids 

(e.g., endocrinopathies and dermatologic reactions) are discussed below.

Immune-Mediated Pneumonitis

▪ OPDIVO and YERVOY can cause immune-mediated pneumonitis. The incidence of pneumonitis is higher in patients who have received prior thoracic radiation. 

In patients receiving OPDIVO monotherapy, immune- mediated pneumonitis occurred in 3.1% (61/1994) of patients, including Grade 4 (<0.1%), Grade 3 (0.9%), 

and Grade 2 (2.1%). In NSCLC patients receiving OPDIVO 3 mg/kg every 2 weeks with YERVOY 1 mg/kg every 6 weeks, immune-mediated pneumonitis 

occurred in 9% (50/576) of patients, including Grade 4 (0.5%), Grade 3 (3.5%), and Grade 2 (4.0%). Four patients (0.7%) died due to pneumonitis.
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(continued on next slide)

Please see Important Safety Information for OPDIVO® (nivolumab) and YERVOY® (ipilimumab) at the end of the presentation and US Full Prescribing Information for OPDIVO and YERVOY provided at this presentation.
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Important Safety Information (cont’d)

Severe and Fatal Immune-Mediated Adverse Reactions (cont’d)

Immune-Mediated Colitis

▪ OPDIVO® and YERVOY® can cause immune-mediated colitis, which may be fatal. A common symptom included in the definition of colitis was diarrhea. 

Cytomegalovirus (CMV) infection/reactivation has been reported in patients with corticosteroid-refractory immune-mediated colitis. In cases of corticosteroid-

refractory colitis, consider repeating infectious workup to exclude alternative etiologies. In patients receiving OPDIVO monotherapy, immune-mediated colitis 

occurred in 2.9% (58/1994) of patients, including Grade 3 (1.7%) and Grade 2 (1%).

Immune-Mediated Hepatitis and Hepatotoxicity

▪ OPDIVO and YERVOY can cause immune-mediated hepatitis. In patients receiving OPDIVO monotherapy, immune-mediated hepatitis occurred in 1.8% 

(35/1994) of patients, including Grade 4 (0.2%), Grade 3 (1.3%), and Grade 2 (0.4%).

Immune-Mediated Endocrinopathies

▪ OPDIVO and YERVOY can cause primary or secondary adrenal insufficiency, immune-mediated hypophysitis, immune-mediated thyroid disorders, and Type 1 

diabetes mellitus, which can present with diabetic ketoacidosis. Withhold OPDIVO and YERVOY depending on severity (please see section 2 Dosage and 

Administration in the accompanying Full Prescribing Information). For Grade 2 or higher adrenal insufficiency, initiate symptomatic treatment, including 

hormone replacement as clinically indicated. Hypophysitis can present with acute symptoms associated with mass effect such as headache, photophobia, or 

visual field defects. Hypophysitis can cause hypopituitarism; initiate hormone replacement as clinically indicated. Thyroiditis can present with or without 

endocrinopathy. Hypothyroidism can follow hyperthyroidism; initiate hormone replacement or medical management as clinically indicated. Monitor patients for 

hyperglycemia or other signs and symptoms of diabetes; initiate treatment with insulin as clinically indicated.
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(continued on next slide)
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Important Safety Information (cont’d)

Severe and Fatal Immune-Mediated Adverse Reactions (cont’d)

Immune-Mediated Endocrinopathies (cont’d)

▪ In patients receiving OPDIVO® monotherapy, adrenal insufficiency occurred in 1% (20/1994), including Grade 3 (0.4%) and Grade 2 (0.6%).

▪ In patients receiving OPDIVO monotherapy, hypophysitis occurred in 0.6% (12/1994) of patients, including Grade 3 (0.2%) and Grade 2 (0.3%).

▪ In patients receiving OPDIVO monotherapy, thyroiditis occurred in 0.6% (12/1994) of patients, including Grade 2 (0.2%).

▪ In patients receiving OPDIVO monotherapy, hyperthyroidism occurred in 2.7% (54/1994) of patients, including Grade 3 (<0.1%) and Grade 2 (1.2%).

▪ In patients receiving OPDIVO monotherapy, hypothyroidism occurred in 8% (163/1994) of patients, including Grade 3 (0.2%) and Grade 2 (4.8%).

▪ In patients receiving OPDIVO monotherapy, diabetes occurred in 0.9% (17/1994) of patients, including Grade 3 (0.4%) and Grade 2 (0.3%), and 2 cases of 

diabetic ketoacidosis.

Immune-Mediated Nephritis with Renal Dysfunction

▪ OPDIVO and YERVOY® can cause immune-mediated nephritis. In patients receiving OPDIVO monotherapy, immune-mediated nephritis and renal dysfunction 

occurred in 1.2% (23/1994) of patients, including Grade 4 (<0.1%), Grade 3 (0.5%), and Grade 2 (0.6%).
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Important Safety Information (cont’d)

Severe and Fatal Immune-Mediated Adverse Reactions (cont’d)

Immune-Mediated Dermatologic Adverse Reactions

▪ OPDIVO® can cause immune-mediated rash or dermatitis. Exfoliative dermatitis, including Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN), 

and drug rash with eosinophilia and systemic symptoms (DRESS) has occurred with PD-1/PD-L1 blocking antibodies. Topical emollients and/or topical 

corticosteroids may be adequate to treat mild to moderate nonexfoliative rashes.

▪ YERVOY® can cause immune-mediated rash or dermatitis, including bullous and exfoliative dermatitis, SJS, TEN, and DRESS. Topical emollients and/or topical 

corticosteroids may be adequate to treat mild to moderate non-bullous/exfoliative rashes.

▪ Withhold or permanently discontinue OPDIVO and YERVOY depending on severity (please see section 2 Dosage and Administration in the accompanying Full 

Prescribing Information).

▪ In patients receiving OPDIVO monotherapy, immune-mediated rash occurred in 9% (171/1994) of patients, including Grade 3 (1.1%) and Grade 2 (2.2%).
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Important Safety Information (cont’d)

Severe and Fatal Immune-Mediated Adverse Reactions (cont’d)

Other Immune-Mediated Adverse Reactions

▪ The following clinically significant immune-mediated adverse reactions occurred at an incidence of <1% (unless otherwise noted) in patients who received 

OPDIVO® monotherapy or OPDIVO in combination with YERVOY® or were reported with the use of other PD-1/PD-L1 blocking antibodies. Severe or fatal 

cases have been reported for some of these adverse reactions: cardiac/vascular: myocarditis, pericarditis, vasculitis; nervous system: meningitis, 

encephalitis, myelitis and demyelination, myasthenic syndrome/myasthenia gravis (including exacerbation), Guillain-Barré syndrome, nerve paresis, 

autoimmune neuropathy; ocular: uveitis, iritis, and other ocular inflammatory toxicities can occur; gastrointestinal: pancreatitis to include increases in serum 

amylase and lipase levels, gastritis, duodenitis; musculoskeletal and connective tissue: myositis/polymyositis, rhabdomyolysis, and associated sequelae 

including renal failure, arthritis, polymyalgia rheumatica; endocrine: hypoparathyroidism; other (hematologic/immune): hemolytic anemia, aplastic anemia, 

hemophagocytic lymphohistiocytosis (HLH), systemic inflammatory response syndrome, histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis), 

sarcoidosis, immune thrombocytopenic purpura, solid organ transplant rejection, other transplant (including corneal graft) re jection.

▪ In addition to the immune-mediated adverse reactions listed above, across clinical trials of YERVOY monotherapy or in combination with OPDIVO, the 

following clinically significant immune-mediated adverse reactions, some with fatal outcome, occurred in <1% of patients unless otherwise specified: nervous 

system: autoimmune neuropathy (2%), myasthenic syndrome/myasthenia gravis, motor dysfunction; cardiovascular: angiopathy, temporal arteritis; ocular: 

blepharitis, episcleritis, orbital myositis, scleritis; gastrointestinal: pancreatitis (1.3%); other (hematologic/immune): conjunctivitis, cytopenias (2.5%), 

eosinophilia (2.1%), erythema multiforme, hypersensitivity vasculitis, neurosensory hypoacusis, psoriasis.

▪ Some ocular IMAR cases can be associated with retinal detachment. Various grades of visual impairment, including blindness, can occur. If uveitis occurs in 

combination with other immune-mediated adverse reactions, consider a Vogt-Koyanagi-Harada–like syndrome, which has been observed in patients receiving 

OPDIVO and YERVOY, as this may require treatment with systemic corticosteroids to reduce the risk of permanent vision loss.
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Important Safety Information (cont’d)

Infusion-Related Reactions

▪ OPDIVO® and YERVOY® can cause severe infusion-related reactions. Discontinue OPDIVO and YERVOY in patients with severe (Grade 3) or life-threatening 

(Grade 4) infusion-related reactions. Interrupt or slow the rate of infusion in patients with mild (Grade 1) or moderate (Grade 2) infusion-related reactions. In 

patients receiving OPDIVO monotherapy as a 60-minute infusion, infusion-related reactions occurred in 6.4% (127/1994) of patients. In a separate trial in which 

patients received OPDIVO monotherapy as a 60-minute infusion or a 30-minute infusion, infusion-related reactions occurred in 2.2% (8/368) and 2.7% (10/369) 

of patients, respectively. Additionally, 0.5% (2/368) and 1.4% (5/369) of patients, respectively, experienced adverse reactions within 48 hours of infusion that led 

to dose delay, permanent discontinuation or withholding of OPDIVO.

Complications of Allogeneic Hematopoietic Stem Cell Transplantation

▪ Fatal and other serious complications can occur in patients who receive allogeneic hematopoietic stem cell transplantation (HSCT) before or after being 

treated with OPDIVO or YERVOY. Transplant-related complications include hyperacute graft-versus-host-disease (GVHD), acute GVHD, chronic GVHD, 

hepatic veno-occlusive disease (VOD) after reduced intensity conditioning, and steroid-requiring febrile syndrome (without an identified infectious cause). 

These complications may occur despite intervening therapy between OPDIVO or YERVOY and allogeneic HSCT.

▪ Follow patients closely for evidence of transplant-related complications and intervene promptly. Consider the benefit versus risks of treatment with OPDIVO 

and YERVOY prior to or after an allogeneic HSCT.
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Important Safety Information (cont’d)

Embryo-Fetal Toxicity

▪ Based on its mechanism of action and findings from animal studies, OPDIVO® and YERVOY® can cause fetal harm when administered to a pregnant 

woman. The effects of YERVOY are likely to be greater during the second and third trimesters of pregnancy. Advise pregnant women of the potential risk to 

a fetus. Advise females of reproductive potential to use effective contraception during treatment with OPDIVO and YERVOY and for at least 5 months after 

the last dose.

Increased Mortality in Patients with Multiple Myeloma when OPDIVO is Added to a Thalidomide Analogue 

and Dexamethasone

▪ In randomized clinical trials in patients with multiple myeloma, the addition of OPDIVO to a thalidomide analogue plus dexamethasone resulted in increased 

mortality. Treatment of patients with multiple myeloma with a PD-1 or PD-L1 blocking antibody in combination with a thalidomide analogue plus 

dexamethasone is not recommended outside of controlled clinical trials.

Lactation

▪ There are no data on the presence of OPDIVO or YERVOY in human milk, the effects on the breastfed child, or the effects on mi lk production. Because of 

the potential for serious adverse reactions in breastfed children, advise women not to breastfeed during treatment and for 5 months after the last dose.
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Important Safety Information (cont’d)

Serious Adverse Reactions

▪ In Checkmate 816, serious adverse reactions occurred in 30% of patients (n=176) who were treated with OPDIVO® in combination with platinum-doublet 

chemotherapy. Serious adverse reactions in >2% included pneumonia and vomiting. No fatal adverse reactions occurred in patients who received OPDIVO in 

combination with platinum-doublet chemotherapy. In Checkmate 77T, serious adverse reactions occurred in 21% of patients who received OPDIVO in 

combination with platinum-doublet chemotherapy as neoadjuvant treatment (n=228). The most frequent (≥2%) serious adverse reaction was pneumonia. Fatal 

adverse reactions occurred in 2.2% of patients due to cerebrovascular accident, COVID-19 infection, hemoptysis, pneumonia, and pneumonitis (0.4% each). 

In the adjuvant phase of Checkmate 77T, 22% of patients experienced serious adverse reactions (n=142). The most frequent serious adverse reaction was 

pneumonitis/ILD (2.8%). One fatal adverse reaction due to COVID-19 occurred. In Checkmate 227, serious adverse reactions occurred in 58% of patients 

(n=576). The most frequent (≥2%) serious adverse reactions were pneumonia, diarrhea/colitis, pneumonitis, hepatitis, pulmonar y embolism, adrenal 

insufficiency, and hypophysitis. Fatal adverse reactions occurred in 1.7% of patients; these included events of pneumonitis (4 patients), myocarditis, acute 

kidney injury, shock, hyperglycemia, multi-system organ failure, and renal failure. In Checkmate 9LA, serious adverse reactions occurred in 57% of patients 

(n=358). The most frequent (>2%) serious adverse reactions were pneumonia, diarrhea, febrile neutropenia, anemia, acute kidney injury, musculoskeletal 

pain, dyspnea, pneumonitis, and respiratory failure. Fatal adverse reactions occurred in 7 (2%) patients, and included hepatic toxicity, acute renal failure, 

sepsis, pneumonitis, diarrhea with hypokalemia, and massive hemoptysis in the setting of thrombocytopenia.
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Important Safety Information (cont’d)

Common Adverse Reactions

▪ In Checkmate 816, the most common (>20%) adverse reactions in the OPDIVO® plus chemotherapy arm (n=176) were nausea (38%), constipation (34%), 

fatigue (26%), decreased appetite (20%), and rash (20%). In Checkmate 77T, the most common adverse reactions (reported in ≥20%) in patients receiving 

OPDIVO in combination with chemotherapy (n=228) were anemia (39.5%), constipation (32.0%), nausea (28.9%), fatigue (28.1%), a lopecia (25.9%), and 

cough (21.9%). In Checkmate 227, the most common (≥20%) adverse reactions were fatigue (44%), rash (34%), decreased appetite (31%), musculoskeletal 

pain (27%), diarrhea/colitis (26%), dyspnea (26%), cough (23%), hepatitis (21%), nausea (21%), and pruritus (21%). In Checkma te 9LA, the most common 

(>20%) adverse reactions were fatigue (49%), musculoskeletal pain (39%), nausea (32%), diarrhea (31%), rash (30%), decreased appetite (28%), constipation 

(21%), and pruritus (21%).

Surgery Related Adverse Reactions

▪ In Checkmate 77T, 5.3% (n=12) of the OPDIVO-treated patients who received neoadjuvant treatment did not receive surgery due to adverse reactions. The 

adverse reactions that led to cancellation of surgery in OPDIVO-treated patients were cerebrovascular accident, pneumonia, and colitis/diarrhea (2 patients 

each) and acute coronary syndrome, myocarditis, hemoptysis, pneumonitis, COVID-19, and myositis (1 patient each). 

Clinical Trials and Patient Populations

▪ Checkmate 227—previously untreated metastatic non-small cell lung cancer, in combination with YERVOY; Checkmate 9LA–previously untreated recurrent or 

metastatic non-small cell lung cancer in combination with YERVOY and 2 cycles of platinum-doublet chemotherapy by histology; Checkmate 816–neoadjuvant 

non-small cell lung cancer, in combination with platinum-doublet chemotherapy; Checkmate 77T–Neoadjuvant treatment with platinum-doublet chemotherapy 

for non-small cell lung cancer followed by single-agent OPDIVO as adjuvant treatment after surgery
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