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Durvalumab After Chemoradiotherapy in Stage III 
Non-Small-Cell Lung Cancer 

Antonia SA…, Gray JE et al. NEJM. 2017 & 2018.



Three-Year Update

 Overall Survival

Gray JE et al. JTO. 2020.





Antonia SA…, Gray JE et al. NEJM. 2018.
Vansteenkiste JF, et al. WCLC. 2018.



PACIFIC Real-World Study: ESMO 2021



PACIFIC-R Data

Girard N, et al ESMO congress 2021. 1171 MO. 
Girard, N et al. JTO. 2023.



PACIFIC-R Toxicity Data

Girard N, et al ESMO congress 2021. 1171 MO.



BEYOND PACIFIC



SEQUENTIAL CHEMORADIATION & ECOG 2

• US/UK/France
• N: 150

• Dosing Interval
• ECOG 2
• 2 year >1 year?



PAC-6 Patient and Disease Characteristics

• Majority are men

• Low % ECOG PS 2

• Majority Stage IIIB

• Unknown PD-L1 status 
in ~ 40%.

Garassino et al. JTO 2022



PAC-6  Progression-free and Overall Survival

Garassino et al. ESMO Congress 2023

Endpoint All patients (N=117) PS 0/1 cohort (n=114)†

OS Median, months (95% CI) 39.0 (30.6–NC) 39.0 (30.6–NC)
3-yr rate, % (95% CI) 56.5 (46.4–65.5) 57.2 (46.9–66.2)

PFS by investigator Median, months (95% CI) 13.1 (7.4–19.9) 13.1 (7.4–19.9)
2-yr rate, % (95% CI) 35.3 (26.5–44.3) 35.4 (26.4–44.5)

Confirmed ORR by investigator n (%) 24 (20.5)‡ 24 (21.1)‡

[95% CI]§ [13.6–29.0] [14.0–29.7]



INTERIM ANALYSIS CONSOLIDATION 
NIVO/IPI VS NIVO POST CONCURRENT CHEMORADIOTHERAPY: Big Ten Cancer 

Research Consortium/LUN16-081

Yan et al ASCO 2020.  Abstr: 9010



CONSOLIDATION NIVO/IPI VS NIVO POST CONCURRENT 
CHEMORADIOTHERAPY: Big Ten Cancer Research 

Consortium/LUN16-081- UPDATE

Arm A: 
Nivolumab (N: 54)

Arm B:
Nivolumab & Ipilimumab (N: 51)

18 mos PFS 62.3% 67%

Median PFS 25.8 mos 25.4 mos

18 mos OS 82.1 % 85.5 %

24 mos OS 76.6% 82.8%

Arm A: 
Nivolumab (N: 54)

Arm B:
Nivolumab & Ipilimumab (N: 51)

TRAEs 72.2% 80.4%
G ≥3 TRAEs 38.9% 52.9%
G ≥2 Pneumonitis 12 (22.2%) 15 (29.4%)
G ≥3 Pneumonitis 5 (9.3%) 8 (15.7%)

Durm GA et al. JCO 2022 at ASCO 2022.

https://ascopubs.org/doi/pdf/10.1200/JCO.2022.40.16_suppl.8509?role=tab


Jabbour S, et al. ASCO 2020





Two Year Update





Summary of Progression-Free Survival Estimates

Trial N Median PFS (months) 1-year PFS (%) 2-year PFS (%)
PACIFIC 476 16.9 55.7 45.0
KN 799*
Cohort A

112
(squamous & 

nonsquamous)

30.6 67.3 55.3

KN 799*
Cohort B

102 
(nonsquamous)

NR 69.4 60.6

PAC-6 117 13.3 49.6 35.3
PAC-RW 1399 21.7 62.4 48.2
Nivo 54 25.8 NR

[62.3%, 18 mos]
NR

Ipi/Nivo 51 25.4 NR
[67%, 18 mos]

NR

*T0 started pre CCRT



PERIOPERATIVE  AND 
ADJUVANT 
CHEMOIMMUNOTHERAPY



PERIOPERATIVE  AND 
ADJUVANT 
CHEMOIMMUNOTHERAPY

Courtesy of/Adapted from slide by Dr. Kristin Higgins



Trial Setting Drug Accrual Primary 
Endpoint

HR Median EFS/DFS 
(ICI vs placebo)

OS

Impower-
010 Adjuvant Atezolizumab

1,280 in 
35 months DFS

0.66 
(0.50,0.88)

NR vs 35.3 
months

76.8% vs 67.5% 
(5 years)

PEARLS 
(KN-091) Adjuvant Pembrolizumab

1,177 in 
52 months DFS

0.73
(0.60,0.89)

58.7 vs 34.9 
months

82% (3 year)

CheckMate-
816 Neoadjuvant Nivolumab

773 in 30 
months EFS & pCR

0.63
(0.45,0.87)

31.6 vs 20.8 
months

82.7% (2 year)

KEYNOTE-
671 Perioperative Pembrolizumab

797 in 44 
months

Dual EFS & 
OS

0.58
(0.46,0.72)

NR vs 17.0 
months

67.1% vs 51.5% 
(4 years)

AEGEAN Perioperative Durvalumab
802 in 39 
months EFS & pCR

0.68
(0.53,0.88)

NR vs 25.9 
months Not reported

CheckMate
-77T Perioperative Nivolumab 461 Pts EFS 0.58

NR vs 18.4 
months Not reported

References: Impower-010: Felip E, Lancet 2021; 398: 1344-1357 and Felip E WCLC 2022.  PEARLS: OK'Brien M, Lancet Oncol 2022; 23: 1274-1286. CheckMate-816: Forde PM, N Engl J Med 2022; 386: 1973-1985 and Girard N, European Lung Cancer Congress 2023 abst 340.  
KEYNOTE-671: Wakelee H, N Engl J Med 2023; 389:491-503.  AEGEAN: Heymach JV, N Engl J Med Oct 2023.  CheckMate-77T: Cascone T, ESMO 2023.

 Data for OS from Impower-010 are underpowered and immature

MAIN STUDIES IN THE PERIOPERATIVE 
AND ADJUVANT SETTING

Adapted from/Courtesy of Dr. Raid Aljumaily



26% pts on KN671 pembro arm had irAEs
37% ongoing at time of data cut-off

No toxicity data beyond 90 days collected

Burden of toxicity will factor into decisions

KN671: TOXICITY MATTERS

Neoadjuvant Adjuvant

Pembro-Chemo
    G3-5 TRAEs
    G3-5 irAEs

40.7%
4% 

11.7%
3.4%

Chemotherapy Arm
    G3-5 TRAEs
    G3-5 irAEs

36.8%
0.3%

6%
1.9%

When does it occur?TRAEs

Spicer et al, ESMO 2023, Hsu, Naidoo et al, Oncologist 2020.  Jarushka Naidoo, et al. ESMO 2023. KN 671 Discussion. 



CHEMOTHERAPY FREE OPTIONS



DUART DUrvalumab After RT in unresectable Stage III NSCLC 
ineligible for chemotherapy

Study Population
n=150

•Stage III unresectable 
NSCLC

•Chemo-ineligible per 
physician criteria. 

•Radiotherapy alone as 
primary treatment 

•No biomarker 
selection

•ECOG PS 0-2

Ph 2 open-label, single arm, multi-center, international study

Cohort A
Standard RT

60 Gy +/- 10%
(54 Gy- 66 Gy)

 or hypofractionated 
BED SD or 

better

Cohort B
Palliative RT

40 Gy-<54 Gy
(Min dose: 
40 Gy) or 

hypfractionated BED

Durvalumab
1500 mg q4w 

until 12mo or PD or 
unacceptable toxicity or 
withdrawal of consent

PRIMARY ENDPOINT
§ Safety and tolerability (occurrence 

of Grade 3 & 4 PRAEs)

SECONDARY ENDPOINTS
•mPFS (per RECIST v1.1), PFS6 and 
PFS12

•ORR (per RECIST v1.1)
•DoR  (per RECIST v1.1)
•mOS, OS12
•Lung cancer mortality
•Number of patients with AE, SAEs, 
AESIs, imAEs

• Other safety and tolerability 
parameters

EXPLORATORY ENDPOINTS
§ QoL/ PROs
§ Tumor PD-L1

BED: bioequivalent dose; DoR: Duration of response; Durva: durvalumab; ECOG: Eastern Cooperative Oncology Group; Gy: gray; m: Month; mOS: median overall 
survival; mPFS: median progression-free survival; NSCLC: Non small-cell lung cancer; ORR: Overall response rate; OS12: Overall survival at 12 months; PD: 
Progressive disease; PFS6, PFS12: Progression-free survival at 6, 12 months, respectively; PRAE: Possibly related adverse event; PS: Performance status; q4w: 
Every 4 weeks; RT: radiation therapy

ClinicalTrials.gov NCT04249362

1-42 
days



Filippi AR et al. ESMO Congress 2023

DUART DURVALUMAB AFTER RT IN UNRESECTABLE STAGE 
III NSCLC INELIGIBLE FOR CHEMOTHERAPY



S1933 A Phase II Feasibility Trial of Hypofractionated RT 
followed by Atezolizumab Consolidation in Stage II or III NSCLC 
Patients with Borderline Performance Status

• Stage III NSCLC 
with PS2

 OR

• Stage II NSCLC 
who are not 
surgical 
candidates

Atezolizumab 
consolidation

 (up to 12 
months)

Hypofractionated 
radiotherapy: 60 Gy in 

15 fractions

No PD 

PD 
Off Treatment

N = 40 
eligible Disease 

assessment at 2-5 
weeks after 

completion of 
radiotherapy

Key Inclusion
Step 1: Before RT
• Stage III NSCLC with 

PS 2  
 OR
• Stage II NSCLC with 

PS0-2 and are not 
surgical candidates

Step 2: Post-RT & before 
Atezo.
• Received ≥ 45 Gy 

radiation and no PD

Exclusion Criteria
• Active autoimmune 

disease
• Hx of ILD or ≥ G3 

pneumonitis
Total: 55
Hypofractionated RT: 31
Atezolizumab: 24 PI: Raid Aljumaily, MD

SWOG



S T A G E  I - I I A  N S C L C

KEYNOTE-867
Recruiting

Phase 3 study of SBRT ± pembrolizumab for patients with 
unresected stage I or II NSCLC (NCT03924869)

Estimated primary completion: April 11, 2025g 

R
1:1

• Previously untreated histologically/cytologically 
confirmed stage I or II NSCLC

• Does not undergo thoracic surgery due to 
medical illnessa or unwillingness/refusalb

• No previous thoracic RT
o Patients who received contralateral breast 

RT ≥5 years prior to randomization may still 
be eligible

• ECOG PS 0–2
• Candidate for SBRT and does not have an 

ultra-centrally located tumor
• No pneumonitis requiring steroids

SBRT to primary tumors (over ~2 weeks)c

+
pembrolizumab 200 mg IV Q3W

SBRT to primary tumors (over ~2 weeks)c

+
placebo IV Q3W

Patients (N≈530)

• Stage (I vs II)
• ECOG PS (0/1 vs 2)
• Geographic region (East Asia vs non–East 

Asia)
• Reason for not receiving surgery (medically 

inoperable vs refused surgery)

Stratification Factors

• Time to death or distant 
metastases

• Safety/tolerability
• HRQoLf

Secondary End Points
• EFSd

• OSe

Primary End Points
• Time to subsequent 

treatment
• Disease-specific survival
• Time to 

recurrence/progression on 
subsequent line of therapy

Exploratory End Points

17 cycles

• aAs determined by the site's multi-disciplinary tumor board bMedically operable patients who decide to treat with stereotactic body radiotherapy (SBRT) as definitive therapy rather than surgery are also eligible, if patient's unwillingness to undergo surgical 
resection is clearly documented cPeripheral tumors: 45–60 Gy in 3 fractions (preferred regimen), 48–50 Gy in 4 fractions or 50–55 Gy in 5 fractions (acceptable regimen); tumors abutting the chest wall: 48–50 Gy in 4 fractions or 50–55 Gy in 5 fractions; central 
tumors: 50–55 Gy in 5 fractions or 60–70 Gy in 8 fractions. dUp to approximately 58 months; defined as any of the following: radiographic recurrence by BICR, positive pathology by local assessment, physical examination by local assessment confirmed by 
positive pathology and/or radiographic recurrence by BICR. eUp to approximately 68 months eUsing EORTC QLQ-C30 and QLQ-LC13. gSubject to change. 

• ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03924869. Accessed June 7, 2022. Jabbour SK, et al. Presented at ASCO 2022. Abstract TPS8597. 

https://clinicaltrials.gov/ct2/show/NCT03924869
https://gsccongressportal.merck.com/deck/jabbour-asco-2022-msd-nsclc-poster-slides-tps8597-pdf/


NOVEL COMBINATIONS





Martinez-Marti, et al. ESMO 2021.



PACIFIC-9

Barlesi et al. ASCO 2023





KEYVIBE-006
Recruiting

aNonsquamous histology only: cisplatin 75 mg/m2 and pemetrexed 500 mg/m2 (D1 of Cycles 1-3); cisplatin 50 mg/m2 (D1, D8 of Cycles 1-2 and D8, D15 of Cycle 3) and etoposide 50 mg/m2 (D1-5 of Cycles 1-2 and D8-12 of Cycle 3); 
carboplatin AUC 6 mg/mL/min (D1 of Cycle 1) and AUC 2 mg/mL/min (D1, D8, D15 of Cycles 2-3) and paclitaxel 200 mg/m2 (D1 of Cycle 1) and 45 mg/m2 (D1, D8, D15 of Cycles 2-3). b 1 cycle is 14 days and all other cycles are 21-
day cycles. cIn all patients. dIn patients with PD-L1≥1%. eUp to approximately 55 months. fAssessed per RECIST v1.1 by BICR. gUp to approximately 75 months. hSubject to change
ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT05298423. Accessed September 14, 2022. Jabbour et al. Presented at ESMO 2022. Abstract 969TiP. 

• Previously untreated, unresectable, locally advanced, 
pathologically confirmed, stage IIIA–C NSCLC (by 
AJCC v8)

• ECOG PS 0 or 1
• No prior radiotherapy to the thorax, including 

radiotherapy to the esophagus, mediastinum, or for 
breast cancer

• No history of or current ILD or pneumonitis requiring 
steroids

• No prior therapy with an anti-PD-(L)1, anti-PD-L2, or 
with an agent directed to another stimulatory or co-
inhibitory T-cell receptor

Patients (N≈784)

• PFSc,d,e,f

• OSc,d,g

Dual Primary End Points

Vibostolimab 200 mg + 
pembrolizumab 200 mg 
coformulation IV Q3W +

Histology-based platinum-
doublet chemotherapya

Histology-based platinum-
doublet chemotherapya

• ORRc,d,f,g

• DORc,d,f,g

• Safetyg 

• HRQoLg

Secondary End Points

R
1:1

Histology-based platinum-doublet 
chemotherapya

+ thoracic RT 60 Gy 
(2 Gy×30, QD)

Cycle 1 Cycles 2-3

Vibostolimab 200 mg + 
pembrolizumab 200 mg 

coformulation IV Q3W (up to 17 
cycles)

Durvalumab 10 mg/kg IV Q2W 
up to 26 cycles (~14 months)b 

Vibostolimab 200 mg + 
pembrolizumab 200 mg 
coformulation Q3W  IV +

Histology-based platinum-doublet 
chemotherapya + thoracic RT 60 

Gy (2 Gy×30, QD)

S T A G E  I I I  N S C L C

Phase 3, randomized, open-label study evaluating vibostolimab + pembrolizumab coformulation + CCRT vs CCRT followed by durvalumab in patients 
with unresectable, locally advanced, stage III NSCLC

NCT05298423

Estimated primary completion: September 1, 2028h 

Maintenance phase

• Tumor histology (SQ vs NSQ)
• Stage (IIIA vs IIIB/IIIC)
• PD-L1 expression (TPS <1% vs ≥1%)
• Geographic region (East Asia vs North America/ Western Europe/Australia 

vs rest of world)

Stratification Factors

https://clinicaltrials.gov/ct2/show/NCT05298423
https://gsccongressportal.merck.com/deck/jabbour-msd-poster-kl012-tps8580-pdf/
https://gsccongressportal.merck.com/deck/jabbour-esmo-2022-msd-nsclc-full-poster-969tip-pdf/
https://gsccongressportal.merck.com/deck/jabbour-esmo-2022-msd-nsclc-full-poster-969tip-pdf/
https://clinicaltrials.gov/ct2/show/NCT05298423


aStratification occurs at randomization. bPlatinum doublet chemotherapy and concurrent standard thoracic radiotherapy (60 Gy in 2 Gy fractions; during 
cycles 2 and 3). bPlatinum doublet options (per investigator’s choice) include cisplatin + pemetrexed (NSQ histology only), cisplatin + etoposide, and carboplatin + paclitaxel. cPatients in Groups A and B may receive a maximum of 20 
cycles of pembrolizumab (Q3W) and patients in Group C may receive a maximum of 26 cycles of durvalumab (Q2W).dAssessed per RECIST v1.1 by BICR. eSubject to change. 
ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT04380636. Accessed June 22, 2022. Jabbour et al. Presented at ASCO 2021. Abstract TPS8580. Jabbour et al. Clin Lung Cancer. 2022;23(6):e342-e346. 

KEYLYNK-012
Recruiting

Phase 3, randomized, double-blind, placebo-controlled study of pembrolizumab in combination with concurrent CRT followed by 
pembrolizumab ± olaparib vs CCRT followed by durvalumab in patients with unresectable, locally advanced, stage III NSCLC

NCT04380636

R
1:1:1

• Histologically or cytologically confirmed, previously 
untreated, unresectable stage IIIA-C NSCLC 

• Not eligible for surgery with curative intent
• ECOG PS 0–1
• No ILD or pneumonitis requiring steroids 
• No prior therapy with an anti-PD-(L)1, anti-PD-L2, 

or with an agent directed to another stimulatory or 
co-inhibitory T-cell receptor

• No prior olaparib or other PARP inhibitors

Patients (N≈870)

• Safety
• ORRd

• DORd

• HRQoL

Secondary End Points
• PFSd

• OS 

Primary End Points

Estimated primary completion: July 6, 2026e 

• Stage (IIIA vs IIIB/IIIC)
• Tumor histology (SQ vs NSQ)
• PD-L1 expression (TPS <50% vs ≥50%)
• Geographic region (East Asia vs North America/ 

Western Europe/UK vs other)

Stratification Factorsa

Pembrolizumab 200 mg IV Q3W 
+ matching olaparib placebo

PO BIDc

Pembrolizumab 200 mg IV Q3W
+ olaparib 300 mg PO BIDc

Durvalumab 10 mg/kg Q2Wc

Pembrolizumab 200 mg IV Q3W 
+ CCRTb

Pembrolizumab 200 mg IV Q3W 
+ CCRTb

CCRTb

• Assess ctDNA and its correlation with efficacy end points
• Identifiy molecular biomarkers of response, safety, and activity
• Efficacy outcomes by PD-L1 levels 
• Efficacy by iRECIST (investigator assessement)
• PFS2 (per RECIST v1.1 by investigator assessement ), time to first 

subsequent therapy (TFST), and time to second subsequent therapy (TSST)
• Characterize health utility for use in economic models

Exploratory End Points

3 cycles 12 months

S T A G E  I I I  N S C L C

https://clinicaltrials.gov/ct2/show/NCT04380636
https://gsccongressportal.merck.com/deck/jabbour-msd-poster-kl012-tps8580-pdf/
https://pubmed.ncbi.nlm.nih.gov/35618629/
https://clinicaltrials.gov/ct2/show/NCT04380636


Take Home Messages

• Durvalumab post concurrent CRT is the SOC for patients with Unresectable NSCLC

• Ongoing trials are evaluating whether:
o PDL1 status predicts response in this population
o The addition of immunotherapy to concurrent CRT improves outcomes

• Data also supports neoadjuvant chemotherapy plus ICB and adjuvant ICB
o Partnerships with our Multi-disciplinary Teams is critical

• We eagerly await the results of the accruing large trials (eg EA5181) as well as those with 
novel targets 



THANK YOU!

 QUESTIONS?


