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SBRT Failures Increase With Size

Kaplan-Meier survival estimates
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NCCN Guidelines - NSCLC
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Adjuvant therapy after SBRT?

Pignon et al, JCO 2008 .
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Time From Randomization (years)

Dsaths_.f PErson years Years 0-3 Years4-5 Years=6
by period

Control | 966/ 5,155 239/1,668  49/720
Chemaotherapy 857/5,181 203/1,817  76/790

5y OS improvement 5.2%, no clear benefit for IA/IB

Cytotoxic chemo NCCN
Category 2B rec for “high
risk” based on surgical
data

Challenging in frail
SBRT population. . .



PACIFIC — CRT +/- durva for stage lll

713 pts, 2:1
randomized

Durva g2wk 10 mg/kg
or placebo up to 12 mo

PFS 17.2 movs. 5.6
mo

OS NRvs. 28.7 mo

Well tolerated

— G3/4 AEs — 30.5% vs.
26.1%

— Pulmonary — 4.8% vs.
2.6%

No. at Risk

Durvalumab

Placebo

Probability of Progression-free Survival

No. of Events/

mPFS 16.8 mo vs. 5.6 mo

Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (95% C1) 195% €1) (95% Cl)
10 mo % %
Durvalumab  214/476 168 (13.0-18.0) 55.9 (SL.O-60.4) 44.2 (37.7-50.5)
094 Placebo  157/237 56 (46-7.8) 353 (29.0-417) 27.0 (19.9-345)
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Median 12-Mo 24-Mo
Overall Survival ~ Overall Survival Rate  Overall Survival Rate
(95% C1) (95% C1) (95% C1)
mo % %
NR (34.7-NR) 831 (79.4-86.2) 66.3 (61.7-70.4)

28.7 (22.9-NR) 753 (69.2-80.4) 55.6 (48.9-61.8)
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* More immunogenic cell death

* Larger fx size (SBRT) may increase
antigen release and uptake

* Increased tumor infiltrating lymphocytes 4
* Upregulation of PD-L1 expression
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Cytoreduction
* Relieve immunosuppression

Anti-CTLA-4
T PD-1

Y PD-L1
" Anti-PD-L1

Chicas-Sett et al; Cancers 2020, 12, 2178
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Presenter
Presentation Notes
The last decade has brought with it an explosive growth in the development and refinement of immunotherapy for metastatic NSCLC, with historic improvements in PFS and OS in this patient population. In the simplified figure here to the right, the cascade starts with tumors shedding tumor associated antigens, which are taken up antigen presenting cells such as dendritic cells, where they interact with naïve cells resulting in activation, and subsequent targeting of the primary or distant sites of disease. Checkpoint inhibition through use of anti-CTLA4 or anti-PD1/PD-L1 releases native immunosuppression and improved activation of the immune response against tumor. 

However, despite checkpoint inhibition, many patients have only a modest or no response, or the response can become exhausted over time. RT may provide one mechanism to improve this response.

Preclinical data suggests that RT to one or more sites of active disease may result in …  Likewise, RT can provide simple cytoreduction, which may relieve immunosuppression as well.




Early Clinical Data Shows Safety Signal

iISABR (MDACC)
Chang et al, ASCO 2020

* rPh2

« SBRT +/- nivo

«  SBRT w/nivo => nivo (4-7
total)

* N=>100/145 (current)

« 2xG2 RP, 1xG3 dyspnea

* No pt discontinue therapy
from AE

NRG

ONCOLOGY™

iISABR (UCLA)

Lee et al (personal comm,

recently closed)

* Ph1/rRh2

« SBRT +/- durva

 Durvax1=>S8BRT=>
durva (4 mo)

Ph1 (N=15)
No SAEs, DSM rec go to
rPh2

UC Davis

Kelly et al, ASCO 2020

* Ph1/Ph2 expansion

- SBRT + atezo

Atezo x 2 => SBRT w
atezo => atezo x 3 (6
total)

« 3+3 (3mg/kg, 10mg/kg
1200 mg flat)

* Ph1(N=15)

 1xG3 rash DLT @
10mg/kg

« RP2D 1200 mg, N=5

* No other SAEs to date



- PACIFIC-4 | RTOG 3515 — v3

Inclusion

Criteria

+ Clinical Stage
/1l node
negative (T1 Up to 42 Days
— T3 NO)

* Medically
inoperable or Baseline Scan
refuse
surgery

« ECOG PS 0-2 Collect Baseline

« All comers CtDNA
for histology Stratification factors:
and PDL-1 : -(I;lr‘lltsra-lr\zlf peripheral
status

* Sync/Metach "Total n for primary analysis population = 530 (T1c-T3), Total n for ITT = 630
allowed

SBRT + Durva 1500mg q 4 wks Primary Endpoint:
X 24 mos PFS (BICR)

Patient Screening
In T1c — T3NOMO

Key Secondary
Endpoint:

OS (powered)

SBRT Planning

SBRT + Placebo q 4 wks
X 24 mos

SBRT Dose Reflects Int’l| Variability
50-60 Gy/8, 50-55 Gy/5
42-48 Gyl/4, 54 Gy/3



Presenter
Presentation Notes
New change – first dose of durva given with SBRT. Advantages  to this trial - (1) Uses durva, which is only agent with established OS advantage following RT for NSCLC, (2) enrolls based on tumor size, which is most robust defining factor of high risk,  (3) allows for real-life issues – synchronous and metachronous, wide range of SBRT doses


Main Cohort Key
Eligibility Criteria:
- Stage /Il (T1-
T3NOMO)

- Medically
inoperable or refuses
surgery

- ECOG 0-2

- All comers for
histology and PD-L1
status

A 4

Osimertinib Cohort
Key Eligibility
Criteria

- Known EGFR TKI
sensitizing mutation
by local testing

- Stage /11 (T1-
T3NOMO)

- Medically
inoperable or refuses
surgery

-ECOG 0-2

Patient Screening (up SBRT +
to 42 days) Durvalumab
[ 1500mg q 4 wks

Subml’F Tum.or SBRT and X 24 MOS
Samples (if available) durva/PBO to
start on
. randomization or
Collect baseline within 72 hrs of

ctDNA randomization

Baseline RECIST Stratifications:
Scan (within 28 days . T1vs.T2/3

of randomization) «+ Central vs.
peripheral

wks
X 24 mos

Patient Screening (up
to 42 days)

Submit Tumor
Samples (if available)
Osimertinib
Collect baseline Curative intent 80mg orally QD
ctDNA SBRT (SOC) for 36 months
N=60

Baseline RECIST
Scan (within 28 days Osimertinib
prior to treatment treatment to start

: within 7 days &
allocation) no more than 14

days after SBRT
completion

SBRT + Placebo q 4

PACIFIC-4 /| RTOG 3515: Updated Design for CSPv4 onwards

Total n for primary analysis population =

530 (T1c-T3), for ITT = 630



>200 sites, 16 countries 07/12/22:
Screened — 605

Randomized — 408/630

United Kingdom

Belgium + Netherlands Russia
Poland
Canada France \ AR . - South Korea
United _ \ Germany - . _ \
States Spain /' urkey China
Italy /v /
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