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Abbreviations
AE, adverse event; BICR, blinded independent central review; AJCC, American Joint Committee on Cancer; CD80, cluster of differentiation 80; 
CI, confidence interval; CNS, central nervous system; cCRT, concurrent chemoradiotherapy; CTCAE, Common Terminology Criteria for
Adverse Events; ctDNA, circulating tumour DNA; DFS, disease-free survival; ECG; electrocardiogram; ECOG, Eastern Cooperative Oncology 
Group; EGFR, epidermal growth factor receptor; EGFRm, EGFR-sensitizing mutations; EORTC, European Organisation for Research and 
Treatment of Cancer; EQ-5D-5L, EuroQoL 5-dimension, 5-level questionnaire; HR, hazard ratio; ICR, Independent Central Review; IgG1, 
immunoglobulin G1; IP, investigational product; IV, intravenous; NSCLC, non-small-cell lung cancer; OS, overall survival; PD-1, programmed 
cell death protein-1; PD-L1, programmed cell death ligand-1; PFS, progression-free survival; PFS2, time from randomization to second 
progression; PRO, patient-reported outcomes; Q4W, every 4 weeks; QD, once daily; QLQ, quality of life questionnaire; R, randomization; 
RECIST, Response Evaluation Criteria in Solid Tumors; SBRT, stereotactic body radiation therapy; SoC, standard of care; TKI, tyrosine kinase 
inhibitor; TTDM, time to distant metastasis; TTP, time to progression; WHO, World Health Organization.

Background Key Inclusion CriteriaPACIFIC-4 (NCT03833154) Study design
A Phase 3, randomised, double-blind, placebo-controlled, international, multicentre study

Key Exclusion Criteria

Study Endpoints
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Phase 3 study of durvalumab with SBRT for unresected stage I/II, lymph-node negative NSCLC 
(PACIFIC-4/RTOG 3515)
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● Aged ≥18 years and body weight >30 kg.

● Planned SoC SBRT (protocol compliant 3, 4, 5, and 8 fraction regimens) as definitive treatment.

● Histologically or cytologically documented stage I to II (T1–T3, N0, M0; per AJCC v8)17 unresected NSCLC.

● Patients with central or peripheral lesions are eligible.

● WHO/ECOG performance status 0–2.

● Patients with a history of metachronous NSCLC are permitted if they have: 

● Stage I/II (T1–T3N0M0) NSCLC treated definitively with surgery only or SBRT only >1 year prior to enrolment.

● Stage I-III NSCLC treated with curative intent ≥3 years prior to enrolment.

● Patients with synchronous NSCLC tumours are permitted if they have ≤2 intrathoracic lesions.

● Provision of a tumour sample is encouraged (e.g. archived tumour tissue ≤6 months old or recent [≤3 months old] 
tumour biopsy).

● Mediastinal lymph node sampling by any technique is allowed but not required.

● For the osimertinib cohort: confirmation by a local laboratory that the tumour harbours one of the 2 common EGFR-sensitising 
mutations (Ex19del or L858R), either alone or in combination with other EGFR mutations, including de novo T790M.

● Mixed small-cell and non-small cell histology.

● Ultra-central tumours.

● Active or prior documented autoimmune or inflammatory disorders.

● Prior exposure to immune-mediated therapy (main cohort only) or any concurrent chemotherapy, IP, biologic, or hormonal therapy 
for cancer treatment.

● History of another primary malignancy, with the exception of:

● Malignancies treated with curative intent and no known active disease/active treatment required in the past 3 years.

● Adequately treated non-melanoma skin cancer or lentigo maligna without evidence of disease.

● Adequately treated carcinoma in situ without evidence of disease.

● Patients with a tumour harbouring an EGFRm per local testing will be excluded from the main (durvalumab) cohort and 
may be eligible for the osimertinib cohort.

● For the osimertinib cohort: QTc >470 msec, clinically important abnormalities in resting ECG, factors increasing risk of QT 
prolongation or arrhythmias.

Primary

● Main cohort: PFS (BICR per RECIST v1.1) [subpopulation]
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Secondary

● OS

● PFS2 (local assessment)

● Lung cancer mortality

● TTP

● Safety and tolerability (per CTCAE v5) for a maximum 
of 3 years following SoC SBRT

● In PACIFIC-4, a main cohort of ~630 pts will be randomised (1:1) in a double-blind manner, stratified by tumour size (T1 vs T2/3) and location (central vs peripheral), to receive concurrent SoC SBRT with either 
durvalumab (1500 mg IV) or placebo Q4W for up to 26 cycles. 

● The original protocol was amended (at version 4) to:

i. Exclude patients with an identified EGFRm by local testing from the main cohort, and 

ii. Add a separate cohort of ~60 patients with identified EGFRm (L858R or Ex19del) who will receive oral osimertinib 80 mg QD for up to 36 months, following SoC SBRT.

● This updated protocol is anticipated to open in most countries by end of June 2022.

Study objective

● Based on data for durvalumab and for osimertinib in the early-stage NSCLC setting, PACIFIC-4 (RTOG 3515; NCT03833154) is 
designed to assess the efficacy and safety of:

● Durvalumab combined with SBRT (versus placebo with SBRT) in patients with stage I/II unresectable NSCLC.

● Osimertinib after SBRT in patients with stage I/II, EGFRm unresectable NSCLC.

● Osimertinib cohort: 4-year PFS rate (ICR per RECIST v1.1)

2o

Immune checkpoint inhibition in early-stage NSCLC: durvalumab

● Durvalumab is a selective, high-affinity, human IgG1 monoclonal antibody that blocks PD-L1 binding to PD-1/CD80.6

● Based on the placebo-controlled, Phase 3 PACIFIC trial of patients with unresectable, stage III NSCLC without disease progression 
after cCRT,7-9 the PACIFIC regimen (durvalumab after CRT) has been established as the SoC in this setting.10,11

● After ~5 years of follow up in PACIFIC, an estimated 42.9% of patients randomised to durvalumab remained alive and 33.1% 
remained alive and progression free.9

● Based on the findings of the PACIFIC trial, there is a strong rationale for further investigation of durvalumab in 
early-stage NSCLC.

● A recent single-centre, randomised, open-label, Phase 2 trial compared neoadjuvant durvalumab alone with neoadjuvant 
durvalumab plus SBRT in patients with early-stage NSCLC.12 Neoadjuvant durvalumab + SBRT was well tolerated and was 
associated with a major pathological response rate of 53.3% (versus 6.7% in patients receiving durvalumab alone).

● These data support further evaluation of durvalumab in combination with SBRT in early-stage NSCLC. 

● The current SoC for patients with unresectable, stage I/II, lymph-node negative NSCLC is SBRT,1 which is well tolerated (typically with 
AEs of grade ≤2) and is associated with high rates of primary tumour control (i.e. >90% at 5 years).1–5

● However, around one-third of patients still experience local or regional/distant failure,4 with a greater risk of relapse as tumour size 
increases; for example, Timmerman et al. reported disseminated recurrence for patients with T1 of 18.2% vs T2 of 45.5%.5

● Despite the risk of relapse in these patients and high recurrence rates, there is no current SoC adjuvant therapy. 

● For patients who receive SBRT as primary therapy for stage I/II NSCLC, safety and performance status may preclude receipt of cytotoxic 
chemotherapy. 

● Durvalumab (PD-L1 Ab) is approved as consolidation therapy for patients with unresectable Stage III NSCLC, who have not progressed 
following chemoradiotherapy.

● Osimertinib (EGFR-TKI) is approved in the adjuvant setting post-surgery for patients with EGFRm NSCLC, but has not been investigated 
post SBRT.

● Thus, there is an unmet need for effective and more tolerable systemic therapy options to reduce recurrence rates and improve survival 
among patients with unresected, early-stage NSCLC who receive definitive SBRT. 

EGFR tyrosine kinase inhibition in early-stage NSCLC: osimertinib

● Osimertinib is a third-generation, irreversible CNS-active EGFR TKI that selectively inhibits NSCLC tumours with EGFRm.11,13,14  

● In the placebo-controlled Phase 3 ADAURA trial of patients with resected stage IB–IIIA EGFRm NSCLC, osimertinib demonstrated 
statistically significant and clinically meaningful improvement in DFS (HR 0.20 [99.12% CI, 0.14–0.30], P<0.001).15

● The ADAURA trial led to the approval of osimertinib as adjuvant therapy after primary surgery for adults with NSCLC whose 
tumours have EGFRm (exon 19 deletions or exon 21 L858R mutations).16

● The results of the ADAURA study provide strong rationale for the investigation of osimertinib after SBRT in patients with early-stage 
unresected NSCLC whose tumours have EGFRm. 

1:1

Stratifications:
• T1 vs. T2/3
• Central vs. peripheral

Curative intent SBRT (SoC)

R

SBRT + Durvalumab:
1500 mg IV Q4W for 

up to 24 months

SBRT + Placebo:
Q4W (IV) for 

up to 24 months

Osimertinib:
80 mg orally QD for 

up to 36 months

Primary Endpoint:
PFS (BICR)

Secondary Endpoints: 
OS (Key endpoint)

Lung cancer mortality

Main Cohort Key Eligibility 
Criteria:
- Stage I/II (T1–T3N0M0)
- Medically inoperable 

or refuses surgery
- ECOG 0–2
- All comers for histology 

and PD-L1 status

Osimertinib Key Eligibility Criteria:
- Known EGFR TKI sensitizing 

mutation by local testing
- Stage I/II (T1–T3N0M0)
- Medically inoperable or 

refuses surgery
- ECOG 0–2
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Patient recruitment ongoing
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● Main cohort only:

● PFS (BICR per RECIST v1.1) – All randomised patients

● 24-month PFS rate and TTDM

● Health-related quality of life (EORTC QLQ-C30) 

● Pharmacokinetics of durvalumab 

● Immunogenicity of durvalumab 
(presence of antidrug antibodies)

● Osimertinib cohort only: 

● PFS (ICR per RECIST v1.1)

● Time to CNS progression

● Sites of disease progression

China

Italy

Poland

Spain

UK
Israel

Safety (key endpoint)
OS (key endpoint)

PFS
Lung cancer mortality

TTP
Time to CNS progression

Sites of progression
PFS2

Primary Endpoint: PFS (ICR) at 4 years

Secondary Endpoints:
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