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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.
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Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Agenda

Module 1: Non-Small Cell Lung Cancer (NSCLC) — Localized Disease

• KEYNOTE-091: Adjuvant pembrolizumab

• IMpower010: Adjuvant atezolizumab – FDA indication

• CheckMate 816: Neoadjuvant nivolumab/chemotherapy

• PACIFIC: Durvalumab consolidation

• PACIFIC R

• COAST: Durvalumab-based consolidation



Phase III KEYNOTE-091 Trial Meets One of Its Dual Primary 
Endpoints of DFS for the Adjuvant Treatment of Stage IB-IIIA NSCLC
Press Release: January 10, 2022

https://finance.yahoo.com/news/merck-keytruda-pembrolizumab-showed-statistically-114500130.html 

“The European Organisation for Research and Treatment of Cancer (EORTC) and the European Thoracic 
Oncology Platform (ETOP) today announced that the Phase 3 KEYNOTE-091 trial, also known as EORTC-1416-
LCG/ETOP-8-15 – PEARLS, investigating pembrolizumab, met one of its dual primary endpoints of disease-free 
survival (DFS) for the adjuvant treatment of patients with stage IB-IIIA non-small cell lung cancer (NSCLC) 
following surgical resection regardless of PD-L1 expression. Based on an interim analysis review conducted by 
an independent Data Monitoring Committee, adjuvant treatment with pembrolizumab resulted in a 
statistically significant and clinically meaningful improvement in DFS compared with placebo in the all-comer 
population of patients with stage IB-IIIA NSCLC.

At the interim analysis, there was also an improvement in DFS for patients whose tumors express PD-L1 
(tumor proportion score [TPS] ≥50%) treated with pembrolizumab compared to placebo; however, this dual 
primary endpoint did not meet statistical significance per the pre-specified statistical plan. The trial will 
continue to analyze DFS in patients whose tumors express high levels of PD-L1 (TPS ≥50%) and evaluate 
overall survival (OS), a key secondary endpoint.”



Resectable NSCLC: Adjuvant Immunotherapy

Wakelee et al. ASCO 2021 Abstract 8500; Felip et al. Lancet 398: 1344-1357, Oct 2021

Safety was consistent with prior data.
7.9% grade 3-4 imAE with atezolizumab

Courtesy of Anne S Tsao, MD, MBA



IMpower010:  Atezolizumab improves DFS in stages II-IIIA

Atezolizumab conveys DFS benefit in:
Stage II-IIIA PDL1 > 1% (HR 0.66)

Stage II-IIIA (HR 0.79) Wakelee et al. ASCO 2021 Abstract 8500; Felip et al. Lancet 398: 1344-1357, Oct 2021

Courtesy of Anne S Tsao, MD, MBA



Neoadjuvant Nivolumab with Chemotherapy Significantly Improves 
Event-Free Survival for Patients with Resectable NSCLC in the Phase III 
CheckMate 816 Trial
Press Release: November 8, 2021

“The Phase 3 CheckMate -816 trial met the primary endpoint of improved event-free survival (EFS) in 
patients with resectable stage IB to IIIA non-small cell lung cancer (NSCLC). In a prespecified interim analysis, 
nivolumab plus chemotherapy showed a statistically significant and clinically meaningful improvement in EFS 
compared to chemotherapy alone when given before surgery. This combination previously showed a 
significant improvement of pathologic complete response (pCR), the trial’s other primary endpoint… 

‘CheckMate -816 is the first Phase 3 trial with an immunotherapy-based combination to demonstrate a 
statistically significant and clinically meaningful benefit as a neoadjuvant treatment for patients with non-
metastatic non-small cell lung cancer. The combination of nivolumab plus chemotherapy first showed a 
statistically significant improvement in pathologic complete response rate without impacting surgical 
outcomes and has now extended the time patients live free of disease progression, recurrence or death,’ said 
Abderrahim Oukessou, MD, vice president, thoracic cancers development lead. ‘The event-free survival data 
from CheckMate -816 strengthen the evidence for the potential of nivolumab-based therapies to improve 
long-term clinical outcomes when used in the earlier stages of non-metastatic cancers.’” 

https://news.bms.com/news/corporate-financial/2021/Neoadjuvant-Opdivo-nivolumab-Plus-Chemotherapy-Significantly-Improves-
Event-Free-Survival-in-Patients-with-Resectable-Non-Small-Cell-Lung-Cancer-in-Phase-3-CheckMate--816-Trial/default.aspx



Resectable NSCLC: Neoadjuvant CheckMate 816

Forde et al. AACR 2021 Abstract CT003

pCR: 0% residual viable tumor cells in both primary tumor (lung) and sampled lymph nodes
MPR: < 10% residual viable tumor cells in both primary tumor (lung) and sampled lymph nodes

Courtesy of Anne S Tsao, MD, MBA



Forde et al. AACR 2021 Abstract CT003; Spicer et al. ASCO 2021 Abstract 8503

CheckMate 816 Nivolumab + Chemo improves pCR, MPR, ORR

Courtesy of Anne S Tsao, MD, MBA



CheckMate 816

No difference in 
surgical delays, 
complications or 
hospital stay

Spicer et al. ASCO 2021 Abstract 8503

Median time from last neoadjuvant dose to surgery nivo+chemo 5.3 weeks (4.6-6) 
vs chemo 5 weeks (4.6-5.9)

Courtesy of Anne S Tsao, MD, MBA



Local-regional NSCLC: PACIFIC 5-year update shows 
continued PFS & OS benefit

Spigel et al. ASCO 2021 Abstract 8511

Courtesy of Anne S Tsao, MD, MBA



PACIFIC-R (NCT 03798535): 
An international, observational study

Median time to initiate durvalumab = 56 days
Median durvalumab infusions = 22
Median durvalumab duration = 335 days 

20.1% > 12 months
4.4% > 14 months

16.7% treatment discontinuation due to AE
9.5% Pneumonitis permanent discontinuation
5.2% pneumonitis temporary discontinuation

=> 71.3% required corticosteroids

PACIFIC-R* Median PFS 21.7 months vs PACIFIC 16.9 months

Girard et al. ESMO 2021 Abstract 1171MO

*PACIFIC-R had challenges in data collection: Germany/UK did not collect deaths on 50, RECIST not consistently 
used, assessments for progression not consistently collected – pandemic led to less visits for assessment.

Courtesy of Anne S Tsao, MD, MBA



COAST (Combination Platform Study in Unresectable Stage III 
NSCLC; NCT03822351)
Phase 2 study of durvalumab alone or combined with the anti-CD73 mAb oleclumab or anti-NKG2A mAb
monalizumab as consolidation therapy

Oleclumab, anti-CD73, 
Reduces extracellular adenosine production
Promotes antitumour immunity

Monalizumab blocks NKG2A to reduce inhibition of NK 
and CD8+ T cells.

Martinez-Marti et al. ESMO 2021 Abstract LBA42 Courtesy of Anne S Tsao, MD, MBA



COAST: Phase 2

Martinez-Marti et al. ESMO 2021 Abstract LBA42 Courtesy of Anne S Tsao, MD, MBA



COAST Results favor D+O and D+M for PFS with no significant 
increase in toxicity

Antitumor activity D
(n=67)

D+O
(n=60)

D+M
(n=62)

Confirmed ORR 17.9 30 35.5
DCR 16 weeks 58.2 81.7 77.4
Median DoR (months) NR 12.9 NR
mPFS 6.3 NR 15.1
HR - 0.44 0.65

Martinez-Marti et al. ESMO 2021 Abstract LBA42

Courtesy of Anne S Tsao, MD, MBA
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Agenda

Module 2: NSCLC — Metastatic Disease
• Follow-up of older first- and second-line trials: PD-1, tumor mutational 

burden (TMB)

• Cemiplimab

• POSEIDON: Chemotherapy/durvalumab/tremelimumab
• Correlation of immune adverse events and antitumor effect

• Datopotamab deruxtecan (Dato-DXd)
• Plinabulin
• Tiragolumab



First-Line Treatment of Metastatic NSCLC

• Optimal PD-1 assay, choice of agent, TMB

• Long-term survival/cure

• Benefit of immunotherapy: Adenocarcinoma versus squamous

• Monotherapy versus chemotherapy/immunotherapy

• Options for PD-1-negative disease

• Ipilimumab/nivolumab; durvalumab/tremelimumab

• Correlation of immune adverse events with efficacy

• Second-line treatment: Docetaxel with or without ramucirumab; Dato-DXd



• EMPOWER-Lung 1 Study Design (NCT03088540)

•ALK, anaplastic lymphoma kinase; chemo, chemotherapy; CNS, central nervous system; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; 
EGFR, epidermal growth factor receptor; HIV, human immunodeficiency virus; HRQoL, health-related quality of life; IV, intravenous; NSCLC, non-small cell lung cancer; ORR, objective response rate; 
OS, overall survival; PD, progressive disease; PFS, progression-free survival; Q3W, every 3 weeks; R, randomised; ROS1, c-ros oncogene 1; ROW, rest of the world.

Arm B
4–6 cycles of investigator’s choice 
chemotherapy

Arm A
Cemiplimab monotherapy IV 
350 mg Q3W 
Treat until PD or 108 weeks

Key Eligibility Criteria
• Treatment-naïve advanced NSCLC
• PD-L1 ≥50%
• No EGFR, ALK or ROS1 mutations
• ECOG PS 0 or 1
• Treated, clinically stable CNS metastases 

and controlled hepatitis B or C or HIV were 
allowed

Stratification Factors:
• Histology (squamous vs non-squamous)
• Region (Europe, Asia or ROW)

R 1:1

PD

PD

Optional
continuation of 
cemiplimab + 4 

cycles of 
chemotherapy

Optional crossover 
to cemiplimab 
monotherapy

Fo
llo

w-
up

 

N=710
Endpoints: 
• Primary: OS and PFS
• Secondary: ORR (key), DOR, HRQoL and safetyFive interim analyses were prespecified per protocol

Second interim analysis (1 March 2020) presented here

Courtesy of Corey J Langer, MD



EMPOWER-Lung 1: Survival

Sezer A et al. Lancet 2021;397:592-604.



ITT PD-L1 ≥50% ITT
• Overall Survival

•CI, confidence interval; HR, hazard ratio; ITT, intention-to-treat; mo, month; NE, not evaluable; OS, overall survival; 
•PD-L1, programmed cell death-ligand 1. Data cut-off date: 1 March 2020 (interim analysis #2)

No. of 
Patient

s

Median OS (95% CI)
mo

Cemiplimab 356 22.1 (95% CI, 17.7–NE)
Chemotherapy 354 14.3 (95% CI, 11.7–19.2)

No. of 
Patient

s

Median OS (95% CI)
mo

Cemiplimab 283 Not reached (95% CI, 17.9–
NE)

Chemotherapy 280 14.2 (95% CI, 11.2–17.5)
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lHR, 0.68 (95% CI, 0.53–0.87); P=0.0022 HR, 0.57 (95% CI, 0.42–0.77); P=0.0002

Cemiplimab

Chemotherapy
12-mo OS (95% CI), %

70.3 (64.4–75.4)
vs

55.7 (49.2–61.7)

24-mo OS (95% CI), %
48.6 (39.2–57.3)

vs
29.7 (18.8–41.4)

Cemiplimab

Chemotherapy12-mo OS (95% CI), %
72.4 (65.6–78.1)

vs
53.9 (46.2–61.1)

24-mo OS (95% CI), %
50.4 (36.4–62.9)

vs
27.1 (13.7–42.5)

Median duration of follow-up:
Cemiplimab à 13.1 months (range: 0.1–31.9) 
Chemotherapy à 13.1 months (range: 0.2–32.4)

Median duration of follow-up:
Cemiplimab à 10.8 months (range: 0.1–31.9) 
Chemotherapy à 10.2 months (range: 0.2–29.5)

Courtesy of Corey J Langer, MD
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ITT PD-L1 ≥50% ITT

• Tumour Response and DOR

•CI, confidence interval; CR, complete response; DOR, duration of response; ITT, intention-to-treat; NE, not evaluable; 
ORR, objective response rate; PD-L1, programmed cell death-ligand 1; PR, partial response.

Cemiplimab Chemotherapy Cemiplimab Chemotherapy

n (%), unless stated ITT (n=356) ITT (n=354) PD-L1 ≥50% ITT (n=283) PD-L1 ≥50% ITT (n=280)

Median DOR, months (95% CI) 21.0 
(14.9–NE)

6.0 
(4.3–6.4)

16.7 
(12.5–22.8)

6.0 
(4.3–6.5)

Median observed time to 
response, months (range)

2.1 
(1.4–10.4)

2.1 
(1.4–6.7)

2.1 
(1.4–10.4)

2.1 
(1.4–6.3)

Data cut-off date: 1 March 2020 (interim analysis #2)Courtesy of Corey J Langer, MD



EMPOWER-Lung 3 (Part 2) Study Design (NCT03409614)

Arm B
Placebo Q3W + investigator’s 
choice platinum-doublet chemo 
Q3W for 4 cycles§

Arm A
Cemiplimab 350 mg Q3W + 
investigator’s choice platinum-
doublet chemo Q3W for 4 cycles§

Key eligibility criteria
• Treatment-naive advanced NSCLC (non-squamous 

and squamous histology; Stage IIIb/c †, IV) 
• Any PD-L1 expression
• No EGFR, ALK, or ROS1 mutations
• ECOG PS 0 or 1
• Treated, clinically stable CNS metastases ‡

Stratification factors
• PD-L1 expression: <1% vs 1–49% vs ≥50%
• Histology: non-squamous vs squamous  

R 2:1

PD or 108 weeks

PD or 108 weeks

Fo
llo

w-
up

 

†Patient not a candidate for definitive chemoradiation. ‡ Patient must have neurologically returned to baseline (except for residual signs or symptoms related to the CNS treatment). §For patients with 
non-squamous NSCLC, pemetrexed is mandatory as maintenance therapy for those patients initially assigned to receive a pemetrexed-containing regimen. ALK, anaplastic lymphoma kinase gene; 
BOR, best overall response; chemo, chemotherapy; CNS, central nervous system; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal 
growth factor receptor gene; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PRO, patient-reported 
outcomes; Q3W, every 3 weeks; R, randomised; ROS1, c-ros oncogene 1.
1. Sezer A et al. Lancet 2021;397:592–604.

Endpoints
• Primary: OS
• Key secondary: PFS and ORR
• Additional secondary: DOR, BOR, safety, and PRO

N=466
Two interim analyses were prespecified per protocol
Second interim analysis (14 June 2021) presented here

Background: Cemiplimab (a high-affinity, fully human anti–PD-1) is approved as first-line monotherapy for advanced NSCLC with 
PD-L1 ≥50% (EMPOWER-Lung 1 Study1)

Courtesy of Corey J Langer, MD



Progression-Free Survival

Chemo, chemotherapy; CI, confidence interval; HR, hazard ratio; PFS, progression-free survival.

No. of 
patients

No. of events, 
n (%)

PFS, median (95% CI), 
months

Cemiplimab + chemo 312 204 (65.4) 8.2 (6.4–9.3)
Placebo + chemo 154 122 (79.2) 5.0 (4.3–6.2)

HR (95% CI) = 0.56 (0.44–0.70); P<0.0001

No. at risk:
Cemiplimab + chemo 312     280 248 194 145 113 90 57      27       15 2 0 0 0
Placebo + chemo 154 133 106 64       34      24       16       11       6         1 1 0 0 0

Data cut-off date: 14 
June 2021
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Median duration of follow-up (range): 16.4 (8.5–24.0) months

12-month PFS (95% CI), %
38.1 (32.4–43.8)

vs
16.4 (10.5–23.4)

Median

Courtesy of Corey J Langer, MD



Overall Survival Median duration of follow-up (range): 16.4 (8.5–24.0) months

Chemo, chemotherapy; CI, confidence interval; HR, hazard ratio; OS, overall survival.

No. of 
patients

No. of events, n 
(%)

OS, median (95% CI), 
months

Cemiplimab + chemo 312 132 (42.3) 21.9 (15.5–NE)
Placebo + chemo 154 82 (53.2) 13.0 (11.9–16.1)

HR (95% CI) = 0.71 (0.53–0.93); P=0.014

No. at risk:
Cemiplimab + chemo 312     289 269 256    233 199     162    131     86 52 18 8 0 0
Placebo + chemo 154 141   126   112     98 85       65 46 26       14 5 2 0 0 Data cut-off date: 14 

June 2021
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Median

12-month OS (95% CI), %
65.7 (59.9–70.9)

vs
56.1 (47.5–63.8)

Courtesy of Corey J Langer, MD



POSEIDON Study Design

Durvalumab 1500 mg + 
CT* q3w (4 cycles)

Durvalumab 1500 mg + 
tremelimumab 75 mg + 

CT* q3w (4 cycles)

Durvalumab 1500 mg q4w 
+ pemetrexed†

until PD

Durvalumab 1500 mg q4w 
+ tremelimumab 75 mg

(week 16 only)‡
+ pemetrexed†

until PD

Platinum-based CT*
q3w (up to 6 cycles)

Pemetrexed†
until PD

• Stage IV 
NSCLC

• No EGFR or 
ALK alterations

• ECOG PS 0 or 1
• Treatment-naïve 

for metastatic 
disease 

N=1013 
(randomized)

Stratified by: 
• PD-L1 

expression                            
(TC ≥50% vs 
<50%)

• Disease stage                
(IVA vs IVB)

• Histology

Primary endpoints
• PFS by BICR (D+CT vs CT)
• OS (D+CT vs CT)

Key secondary endpoints
• PFS by BICR (D+T+CT vs CT)
• OS (D+T+CT vs CT)
• OS in patients with bTMB 

≥20 mut/Mb (D+T+CT vs CT)

Additional secondary endpoints
• ORR, DoR, and BOR by BICR
• PFS at 12 months
• HRQoL
• Safety and tolerability

Phase 3, global, randomized, open-label, multicenter study 

BICR, blinded independent central review; BOR, best objective response; bTMB, blood tumor mutational burden; D, durvalumab; 
DoR, duration of response; ECOG, Eastern Cooperative Oncology Group; HRQoL, health-related quality of life; Mb, megabase; 

mut, mutations; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; 
PS, performance status; q3w, every 3 weeks; q4w, every 4 weeks; T, tremelimumab; TC, tumor cell 

*CT options: gemcitabine + carboplatin/cisplatin (squamous), pemetrexed + carboplatin/cisplatin (non-squamous), or nab-paclitaxel + carboplatin (either histology); 
†Patients with non-squamous histology who initially received pemetrexed during first-line treatment only (if eligible); ‡Patients received an additional dose of tremelimumab post CT (5th dose) 

R
1:1:1

Courtesy of Corey J Langer, MD



Durvalumab + CT vs CT: PFS and OS
PFS
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 P
FS

24.4%

1.0

0 3 6 9 18
Time from randomization (months)

0.0

0.2

0.4

0.6

0.8

12 15

13.1%

21 24

No. at risk
D+CT 338 246 158 88 53 35 11 4 0

CT 337 219 121 43 23 12 3 2 0

D+CT CT 
Events, n/N (%) 253/338 (74.9) 258/337 (76.6)
mPFS, months 
(95% CI)

5.5 
(4.7–6.5)

4.8 
(4.6–5.8)

HR (95% CI) 0.74 (0.62–0.89)
p-value 0.00093

• Median follow-up in censored patients at DCO: 10.3 months (range 0–23.1)

DCO PFS FA: Jul 24, 2019; DCO OS FA: Mar 12, 2021
DCO, data cut-off; FA, final analysis; mOS, median OS; mPFS, median PFS 

29.6%

OS 

1.0

0 3 6 9 12 15 18 3621
Time from randomization (months)

0.0

0.2

0.4
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24 27 30 33 39 42 45 48

No. at risk
D+CT 338 296 247 212 176 142 126 112 97 85 81 51 33 15 5 0 0

CT 337 284 236 204 160 132 111 91 72 62 52 38 21 13 6 0 0

Pr
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of

 O
S

D+CT CT 
Events, n/N (%) 264/338 (78.1) 285/337 (84.6)
mOS, months 
(95% CI)

13.3 
(11.4–14.7)

11.7 
(10.5–13.1)

HR (95% CI) 0.86 (0.72–1.02)
p-value 0.07581

• Median follow-up in censored patients at DCO: 34.9 months (range 0–44.5)

22.1%

Courtesy of Corey J Langer, MD



Durvalumab + Tremelimumab + CT vs CT: PFS and OS

No. at risk
D+T+CT 338 298 256 217 183 159 137 120 109 95 88 64 41 20 9 0 0

CT 337 284 236 204 160 132 111 91 72 62 52 38 21 13 6 0 0
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Time from randomization (months)

Pr
ob

ab
ilit

y 
of

 O
S

0.0

0.2
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24 27 30 33

32.9%

22.1%

39 42 45 48

D+T+CT CT 
Events, n/N (%) 251/338 (74.3) 285/337 (84.6)
mOS, months 
(95% CI)

14.0 
(11.7–16.1)

11.7 
(10.5–13.1)

HR (95% CI) 0.77 (0.65–0.92)
p-value 0.00304

OS 

DCO PFS FA: Jul 24, 2019; DCO OS FA: Mar 12, 2021

• Median follow-up in censored patients at DCO: 34.9 months (range 0–44.5)

PFS

No. at risk
D+T+CT 338 243 161 94 56 32 13 5 0

CT 337 219 121 43 23 12 3 2 0
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0.8

12 15

26.6%

13.1%

21 24

D+T+CT CT 
Events, n/N (%) 238/338 (70.4) 258/337 (76.6)
mPFS, months 
(95% CI)

6.2
(5.0–6.5)

4.8 
(4.6–5.8)

HR (95% CI) 0.72 (0.60–0.86)
p-value 0.00031

• Median follow-up in censored patients at DCO: 10.3 months (range 0–23.1)

Courtesy of Corey J Langer, MD
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Plinabulin: microtubule-targeted agent with distinct MoA

• Direct effect on tumour cells: prevents b-tubulin polymerisation into 
microtubules

• Vascular disrupting agent: endothelial cells disruption

• Immune functions:
Ø Microtubule destabilization in dendritic cells drives DC maturation 

through the release of GEF-H1 from microtubules
Ø Enhances cross-presentation of tumour antigens to CD8 T cells
Ø Could promote TAM anti-tumour effector functions 

Maurice Pérol, MD

Singh, Blood 2011; Kashyap, Cell Rep 2019; Natoli, Front Oncol 2021

Courtesy of Corey J Langer, MD
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DUBLIN-3 Phase 3 Trial

Maurice Pérol, MD

• Non-squamous or squamous NSCLC
• Stage IIIb/IV
• ECOG performance status ≤ 2
• Progression during or after treatment with 

one or two treatment regimen containing 
platinum

• Must have at least one measurable lung 
lesion

• Prior checkpoint inhibitor therapy allowed
• Written consent

Randomized 1:1
21-day cycle

(n=599)

Docetaxel + Plinabulin (N=278)
All Cycles:

Day 1:Docetaxel 75 mg/m2 + 
Plinabulin 30mg/m2 
Day 8: Plinabulin 30mg/m2 

Docetaxel + Placebo (N=281)
All Cycles:

Day1: Docetaxel 75 
mg/m2 + Placebo
Day 8:Placebo

DUBLIN - 3

PD

PD
Stratification factors?

ü Primary endpoint: Overall Survival (OS)
ü Secondary endpoints: ORR, PFS , Percent of patients with grade 4 neutropenia on C1D8, 

Month 24 OS rate, Month 36 OS rate , DoR , Q-TWiST, QoL, % patients who received    
docetaxel >8 cycles, >10 cycles, and >12 cycles 

Brain mets allowed?

Only 22% of 
patients were 
previously 
exposed to CPI

87.5% of patients from China
59.2% non-squamous NSCLC, 
EGFR wild-type
3.6% PS 2
75% one prior treatment line

Courtesy of Corey J Langer, MD
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DUBLIN-3 Trial: main efficacy findings

Maurice Pérol, MD

281 97 21 4 0
278 108 41 10 3 0

Subjects at risk
Docetaxel + placebo

Docetaxel + plinabulin
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Log-Rank p=0.0399

CensoredDocetaxel + plinabulinDocetaxel + placebo

Median OS (95% CI): 10.5 (9.3, 11.9) vs. 9.4 (8.4, 10.7)
HR = 0.82 (0.68,0.99), p=0.0399
Mean OS (SE): 15.08 vs. 12.77, p=0.0332

281 97 21 4 0
278 108 41 10 3 0

Subjects at risk
Docetaxel + placebo

Docetaxel + plinabulin
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Log-Rank p=0.0399

CensoredDocetaxel + plinabulinDocetaxel + placebo

Median PFS (95% CI):
3.6 (3.0, 4.4) vs. 3.0 (2.8, 3.7)
HR = 0.76 (0.63, 0.93), p=0.0082

Courtesy of Corey J Langer, MD
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DUBLIN-3 Trial: safety of docetaxel-plinabulin combination

• Clear reduction of grade 4 neutropenia (day 8, 
all cycles: 5.1% vs 33.6%)

• Reduction of febrile neutropenia incidence?
• Increase of non-haematological toxicities 

(hypertension, diarrhoea) without apparent 
impact on QoL

Maurice Pérol, MD

Docetaxel + Placebo
(N=278) ; n (%)

Docetaxel+Plinabulin (30 mg/m2)
(N=274) ; n (%)

Preferred term All Grade Grade 3/4 All Grade Grade 3/4

White blood cell count decreased 183(65.8%) 130(46.8%) 156(56.9%) 75(27.4%)

Neutrophil count decreased 186(66.9%) 144(51.8%) 134(48.9%) 81(29.6%)

Nausea 63(22.7%) 0 93(33.9%) 3(1.1%)

Diarrhea 47(16.9%) 2(0.7%) 101(36.9%) 23(8.4%)

Hypertension 9(3.2%) 3(1.1%) 85(31.0%) 47(17.2%)

Safety: Treatment Related Adverse Events Reported  >=10% Patients

Courtesy of Corey J Langer, MD



TROPION-PanTumor01: Updated Results From 
the NSCLC Cohort of the Phase 1 Study of 
Datopotamab Deruxtecan in Solid Tumors

Garon E et al.
WCLC 2021;Abstract MA03.02.



TROPION-PanTumor01: Study Design

Garon E et al. WCLC 2021;Abstract MA03.02.



TROPION-PanTumor01: Best Change in Sum of Diameters (per BICR)

Garon E et al. WCLC 2021;Abstract MA03.02.

ORR
24%
28%
24%



TROPION-Lung01: Phase III Trial Design

Yoh K et al. ASCO 2021;Abstract TPS9127.



Novel Anti-TIGIT Tiragolumab Granted FDA Breakthrough Therapy 
Designation in Combination with Atezolizumab for PD-L1-High NSCLC
Press Release: January 5, 2021

https://www.roche.com/media/releases/med-cor-2021-01-05.htm

“Today [it was] announced that tiragolumab, a novel cancer immunotherapy designed to bind to TIGIT, has been 
granted Breakthrough Therapy Designation (BTD) by the US Food and Drug Administration (FDA), in combination 
with atezolizumab for the first-line treatment of people with metastatic non-small cell lung cancer (NSCLC) whose 
tumours have high PD-L1 expression with no EGFR or ALK genomic tumour aberrations. Tiragolumab is the first 
anti-TIGIT molecule to be granted BTD from the FDA, and the designation is based on randomised data from the 
phase II CITYSCAPE trial. CITYSCAPE provides the first evidence that targeting both immune inhibitory receptors, 
TIGIT and PD-L1, may enhance anti-tumour activity by potentially amplifying the immune response.

Tiragolumab in combination with atezolizumab has so far shown encouraging efficacy and safety in PD-L1-positive 
metastatic NSCLC based on data from the phase II CITYSCAPE trial, the first randomised study in the anti-TIGIT 
field…the combination showed an improvement in the overall response rate (ORR; 37% vs. 21% with atezolizumab 
alone) and a 42% reduction in the risk of disease worsening or death (progression free survival; PFS) compared 
with atezolizumab alone. An exploratory analysis in people with high levels of PD-L1 TPS ≥ 50% showed a clinically 
meaningful ORR vs. atezolizumab alone (66% vs. 24%) and median PFS was not reached (vs. 4.11 months with 
atezolizumab alone; HR=0.30). The data suggest that tiragolumab plus atezolizumab was generally well-tolerated, 
showing similar rates of all Grade 3 or more all-cause adverse events when combining the two immunotherapies 
compared with atezolizumab alone (48% vs. 44%).”



Abstract LBA2



CITYSCAPE: Background

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



CITYSCAPE: Phase II Trial Schema

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



CITYSCAPE: Investigator-Assessed PFS – ITT Population

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.



CITYSCAPE: Investigator-Assessed PFS – PD-L1 Subgroups

Cho BC et al. ESMO Immuno-Oncology 2021;Abstract LBA2.
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Agenda

Module 3: Small Cell Lung Cancer (SCLC)

• Follow-up of chemotherapy/immunotherapy trials for extensive-stage SCLC

• ATLANTIS: Second-line lurbinectedin with docetaxel

• Trilaciclib



IMpower133 Update continues to show OS benefit
Carbo-etoposide +/- atezolizumab in ES-SCLC 

Liu et al. JCO 39: 619-630, 2021 

Neither PDL1 IHC status nor blood TMB were predictive of a 
response to carbo-etoposide-atezolizumab.

Courtesy of Anne S Tsao, MD, MBA



CASPIAN: 3-year update shows OS benefit 
platinum-etoposide + durvalumab +/- tremelimumab

Paz-Ares et al. ESMO 2021, Abstract LBA61Courtesy of Anne S Tsao, MD, MBA



ATLANTIS: 2nd line SCLC doxorubicin + lurbinectedin vs topotecan or CAV

Paz-Ares et al. IASLC 2021, Abstract PL02.03

ATLANTIS did not reach its primary endpoint

Outcome Lurbinectedin + 
Doxorubicin

(n=307)

Control 
(n=306)

Median OS 8.6 7.6 HR 0.967, p=0.7032
Median PFS 4 4 HR 0.831, p=0.0437
PFS 6 month 31.3 24.4 0.0851

PFS 12 month 10.8 4.4 0.0129

Courtesy of Anne S Tsao, MD, MBA



Trilaciclib in ES-SCLC improves outcomes
• Trilaciclib is an intravenous CDK4/6 inhibitor that protects against myelosuppression from 

chemotherapy.
• Data was pooled from 3 phase II randomized placebo-controlled studies (NCT02499770, 

NCT03041311, and NCT02514447) and analyzed retrospectively

Weiss et al. Clinical Lung Cancer, 22 (5): 449-460, Sept 2021Courtesy of Anne S Tsao, MD, MBA
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Agenda

Module 4: Mesothelioma 

• CheckMate 743: Nivolumab/ipilimumab – Update with histology

• SWOG-1619: Neoadjuvant chemotherapy/atezolizumab



CheckMate 743: Mesothelioma 3-year update shows OS, PFS, DoR benefit

Peters et al. ESMO 2021, AbstractLBA65

ITT Overall Survival

• 3-year OS rate 23% with ipi-nivo vs 15%
• 28% of responders have an ongoing 

response at 3 years 
• TMB does not predict for benefit

Courtesy of Anne S Tsao, MD, MBA



CheckMate 743: 3-year update by histology

Clinical Implications:
• Greatest magnitude of benefit seen in 

non-epithelioid histology
• Ipi-nivo would be a frontline choice for 

non-epithelioid patients unless rapid 
debulking is needed

• Epithelioid patients can receive either 
chemo +/- bevacizumab or ipi-nivo as 
1st line therapy

Future Research Directions:
1) Combination I/O with chemo 

backbones
2) Sequencing studies on chemo vs I/O
3) Novel targets – T cell CART

Conclusion CheckMate 743
• New SOC for mesothelioma
• 3-year update survival results confirm the 

clinical benefit
• Mesothelioma is an immunogenic disease

Courtesy of Anne S Tsao, MD, MBA



SWOG 1619 
Neoadjuvant cisplatin-pemetrexed-atezolizumab

• 4 cycles of neoadjuvant cisplatin-
pemetrexed-atezolizumab successfully 
delivered in 21 eligible and evaluable 
patients. 
• 18 patients (radiographic SD or PR) 

proceeded to surgical resection 
• 16 patients received maintenance 

atezolizumab
• Median f/u time 10.3 months, median 

PFS 18.6 months and median OS has 
not been reached. 

• To date, no delayed treatment related 
adverse events > grade 3 reported.  

S1619 Clinical Implications and Future Research Directions:
• No new safety signals from the CPA regimen nor atezolizumab maintenance therapy.
• Neoadjuvant therapy trials in this patient population are needed. 
• Translational studies are pending to identify predictive biomarkers.

Courtesy of Anne S Tsao, MD, MBA
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