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Question #1

In patients with limited stage 
small cell lung cancer, the use 
of Durvalumab increased overall 
survival when used after 
radiation therapy.  





Adriatic Study Design
Up to 24 mo durva





Overall Survival in Adriatic
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Take Home Message

• Durvalumab led to significantly longer OS and PFS.
• Similar to PACIFIC, the adverse events are minimal.
• Try to do BID when possible.  

• New Standard of Care for LS-SCLC



Question #1a

Multiple randomized trials have 
shown positive results when 
combining PDL-1 inhibitors 
concurrently with radiation 
therapy in NSCLC.  
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Study design

*Platinum-based chemotherapy regimens include: cisplatin/etoposide, carboplatin/paclitaxel, pemetrexed/cisplatin 

(non-squamous only), or pemetrexed/carboplatin (non-squamous only), alongside radiation therapy (5 

fractions/week for ~6 weeks [±3 days; total 60 Gy]). †Investigator assessed per RECIST v1.1.
‡Following a protocol amendment, ORR was moved from a primary endpoint to a key secondary endpoint.

§Will be reviewed by an independent data monitoring committee in an unblinded manner.

BICR, blinded independent central review; CR, complete response; CRT, chemoradiotherapy; 

DCR, disease control rate; DoR, duration of response; ECOG, Eastern Cooperative Oncology Group; Gy, 

gray; IV, intravenous; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall 

survival; OS24, overall survival at 24 months; PFS, progression-free survival; PFS2, time from 

randomization to second progression; PK, pharmacokinetics; PR, partial response; Q4W, once every 4 
weeks; QoL, quality of life; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease; 

SoC, standard of care; TDDM, time to death or distant metastasis; WHO, World Health Organization.

PACIFIC-2 (NCT03519971) is a phase 3, randomized, double-blind, placebo-controlled, multicenter, global study of 

durvalumab + CRT followed by durvalumab versus placebo + CRT followed by placebo

Patient population

● Locally advanced, unresectable 
(Stage III) NSCLC

● ECOG/WHO performance 
status 0 or 1

Stratification factors

● Age (<65 vs ≥65 years)

● Stage (IIIA vs IIIB/C)

Primary endpoint

● PFS by BICR per RECIST v1.1

Key secondary endpoints

● OS, ORR,‡ OS24

● PFS2, DoR, TDDM, DCR, PK, 
health-related QoL

● Safety§ and tolerability

Durvalumab 

until progression

Placebo

until progression

CR, PR, or SD at 

16 weeks†

Screening Follow-up

Patients were recruited from 29 March 2018 through 24 June 2019 across 106 sites in Asia, Eastern Europe, and the Americas, including:

 Brazil, Czech Republic, Hungary, India, Japan, Mexico, Peru, Philippines, Poland, Republic of Korea, Russia, Turkey, Thailand, and Vietnam.

Consolidation

Treatment period

Durvalumab 1500 mg IV Q4W 

+ SoC CRT*

n=219

Placebo IV Q4W

+ SoC CRT*

n=109

Randomized 

(2:1)

CR, PR, or SD at 

16 weeks†

IO+CRT



OS and ORR (ITT population)

CI, confidence interval; HR, hazard ratio; ITT, intention-to-treat; mOS, median OS; OS, overall survival; 

ORR, objective response rate.
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Durvalumab + CRT Placebo + CRT

No. events / no. randomized patients (%) 142/219 (64.8) 69/109 (63.3)

mOS, months (95% CI) 36.4 (26.2, 45.6) 29.5 (23.2, 45.1)

HR (95% CI) 1.03 (0.78, 1.39)

P-value* 0.823

Tick marks on the curves indicate censored observations. 

*The 2-sided p value boundary for declaring statistical significance is 4.5% or 

5% depending on the previous levels of the multiple testing procedure.

There was no difference in ORR between the durvalumab (60.7%; 95% CI: 53.9, 67.2) and placebo (60.6%; 95% CI: 50.7, 69.8) arms (p=0.976).



OS (ITT population), subgroup analysis

A HR of <1 favors durvalumab and is associated with a longer event-free survival than placebo. 

The size of circle is proportional to the number of events. The gray band represents the 95% CI for the main OS HR. 

For all patients, the analysis is based on the main stratified analysis while, for the subgroups, the HR and CI were calculated 

using an unstratified Cox proportional hazards model, with treatment as the only covariate and ties handled by Efron approach.

*HRs and 95% CIs were not calculated if a subgroup had fewer than 5 events in each treatment arm.
CI, confidence interval; ITT, intention to treat; NC, not calculable; HR, 

hazard ratio; OS, overall survival.

Subgroup n HR (95% CI)*

All patients 328 1.03 (0.78, 1.39)

Disease stage (AJCC 8th ed.)

IIIA 123 0.87 (0.55, 1.43)

IIIB/C 205 1.13 (0.80, 1.64)

Histology

Squamous 174 1.02 (0.71, 1.50)

Non-squamous 154 1.01 (0.65, 1.60)

WHO performance status

0 – Normal activity 151 0.78 (0.51, 1.21)

1 – Restricted activity 177 1.27 (0.87, 1.90)

PD-L1 status

≥1% 173 1.05 (0.70, 1.60)

<1% 122 0.95 (0.61, 1.53)

Unknown 33 1.24 (0.54, 2.98)

EGFRmutation

Positive 13 NC

Negative 172 1.12 (0.75, 1.70)

Unknown 143 0.93 (0.61, 1.45)

Region

Asia 104 1.32 (0.80, 2.24)

Europe 154 0.69 (0.46, 1.05)

South America 70 1.69 (0.90, 3.41)

Planning target volume

≥450 cm3 162 1.14 (0.77, 1.73)

<450 cm3 160 0.89 (0.59, 1.36)

HR

0 1.0 2.0 3.0

HRFavors durvalumab Favors placebo Favors durvalumab Favors placebo

Subgroup n HR (95% CI)*

All patients 328 1.03 (0.78, 1.39)

Planned chemotherapy

Carboplatin 279 1.01 (0.75, 1.38)

Cisplatin 48 1.00 (0.45, 2.38)

Planned radiation therapy

Intensity-modulated 262 1.00 (0.73, 1.39)

3-dimensional conformal 60 1.11 (0.58, 2.24)

Race

White 203 0.81 (0.57, 1.17)

Black or African American 2 NC

Asian 104 1.32 (0.80, 2.24)

Other 19 NC

Sex

Female 82 0.66 (0.36, 1.23)

Male 246 1.16 (0.84, 1.62)

Age at randomization

<65 years 187 0.83 (0.57, 1.23)

≥65 years 141 1.36 (0.88, 2.17)

Smoking status

Smoker 276 1.05 (0.77, 1.45)

Non-smoker 52 0.89 (0.45, 1.84)

0 1.0 2.0 3.0

NC

NC

NC



Summary of AEs (safety population)

Per CTCAE v5.0.

*Excludes any patients who experienced any AE of maximum CTCAE grade 5.
†At any time, regardless of discontinuation of CRT.

AE category, n (%)
Durvalumab + CRT

(n=219)

Placebo + CRT

(n=108)

Any AE 216 (98.6) 108 (100)

Maximum grade 3 or 4* 117 (53.4) 64 (59.3)

Outcome of death 30 (13.7) 11 (10.2)

SAE 103 (47.0) 56 (51.9)

Any AE leading to discontinuation of durvalumab/placebo† 56 (25.6) 13 (12.0)

0 to ≤4 months from start of treatment (approximates the duration of IO+CRT and ends at the first post-baseline scan) 31 (14.2) 6 (5.6)

>4 to ≤16 months from start of treatment (approximates the duration of consolidation IO in the SoC PACIFIC regimen) 12 (5.5) 6 (5.6)

>16 months from start of treatment (approximates treatment beyond the duration of consolidation IO in the SoC PACIFIC regimen) 13 (5.9) 1 (0.9)

● The most common treatment-emergent AEs with durvalumab + SoC CRT were:

– Anemia (42.0%), pneumonitis or radiation pneumonitis (28.8%), neutropenia (27.4%), and nausea (25.6%)

● The most common treatment-emergent AEs with placebo + SoC CRT were: 

– Anemia (38.0%), constipation (28.7%), pneumonitis or radiation pneumonitis (28.7%), and neutropenia (25.9%)

● Combined rates of pneumonitis or radiation pneumonitis were similar in the durvalumab arm (28.8%) and placebo arm (28.7%)

– Grade ≥3 pneumonitis or radiation pneumonitis occurred in 10 patients (4.6%) in the durvalumab arm and 6 (5.6%) in the placebo arm

AE, adverse event; CRT, chemoradiotherapy; CTCAE, Common 

Terminology Criteria for Adverse Events; IO, immunotherapy; 

SAE, serious adverse event; SoC, standard of care.



Take Home Message

• Need to figure out how to better integrate immune checkpoint 
inhibitors with radiation therapy.



Question #2

In patients with GEJ cancer, two 
randomized trials, ESOPEC and 
TOPGEAR, showed:
1) Identical results
2) Utilized immunotherapy
3) Have both been published
4) Caused NCCN to be updated





Two Studies Investigating GEJ Cancer

FLOT vs CROSS FLOT vs CROSS+FLOT



Two Studies Investigating GEJ Cancer

ESOPEC TOPGEAR



Two Studies Investigating GEJ Cancer

ESOPEC TOPGEAR
In ESOPEC, CROSS under performed 

and the FLOT over performed.   



Two Studies Investigating GEJ Cancer

ESOPEC TOPGEAR
In ESOPEC, CROSS under performed 

and the FLOT over performed.   



Two Studies Investigating GEJ Cancer

ESOPEC TOPGEAR
Difference ypT0 and ypN- between studies

 



The Details

• In ESOPEC , while 93.7% of patients began FLOT therapy and 
87.3% completed FLOT therapy, the completion rates were lower 
than expected in the CROSS group at 67.7% out of 90.3% of 
patients who started therapy. 

• The timing of surgery.  

• Neither study used immunotherapy as in CheckMate 577.  



Remember, this is for Adenocarcinomas.

SqCC still gets CROSS.



Take Home Message

• TOPGEAR much better name than ESOPEC

• Hard to ignore the benefit of FLOT with a MS=66 months.

• Survival still needs to improve. 

• How is organ preservation integrated into the treatment paradigm?



Question #3

Dr. Raez’s favorite question, the 
Proton vs Photon Debate.  

In patients with low-
,intermediate-risk prostate 
cancer, randomized trials have 
shown protons to be superior.  



ASTRO 2024





PARTIQoL Primary Endpoint



PARTIQoL Secondary Endpoints

• Urinary Incontinence
• Urinary Irritation
• Sexual (EPIC)
• Biochemical Failure Time
• Clinical Failure Time
• Progression Free Survival

• Subgroups by
• Age
• Disease Risk
• Rectal Spacer Use
• Fractionation Schedule
• Proton Delivery Method



PARTIQoL

• Main Take Home Message here 
is that photon therapy has 
significantly improved.



Thank you for your time.
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