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Locally advanced non-small cell lung cancer

OS before and after PACIFIC trial

The past...
The present!

\ O BT +52q CT

\  concurrent RT-CT standard RT dose
| is better! is 60 Gv!

100 4 —— 60Gy Am Total No. of Patients (%) _(35% Ci), Months

—— 7aGy Durvalumab  264/476 (55.5) 47.5(38.110529)

Placebo 1551237 (65.4) 29.1(2211035.1)
Stratified HR (95% CI): 0.72 (0.59 to 0.89)

R from the primary analysis (95% CI): 0.68 (0.53 to 0.87)**
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Auperin,JCO 2010 RTOG 0617,JCO 2019 PACIFIC,JCO 2022

Durvalumab after concurrent RT-CT is the best!



Heterogeneity in Patient Population

WMMW

POLPL O

* Age (i.e. elderly patients)
* Co-morbidities

P EDp

e Cardio-pulmonary reserve
e organ damage from persistent smoking

* Cisplatin-based chemotherapy
tolerability

Fit vs unfit (Frail) Patient '

Heterogeneity in Disease Location and Extent

e Large tumor volume

STAGE IlIIA STAGE llIB STAGE llIC

* Location primary tumor

e Bulky nodal involvement

 Multiple nodal involvement
 Bilateral nodal involvement

e Supraclavicular nodal involvement

De Leyn et al JTO 2009
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Locally advanced non-small cell lung cancer

OS before and after PACIFIC trial

The past...
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The present!

standard RT dose
is 60 Gv!
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Durvalumab after concurrent RT-CT is the best!



Number of patients

De Ruysscher, Annals of Oncology 2009

Eligibility for concurrent chemotherapy and
radiotherapy of locally advanced lung cancer patients:
a prospective, population-based study
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Garassino, JTO 2022

Durvalumab After Sequential Chemoradiotherapy
in Stage lll, Unresectable NSCLC: The Phase 2
PACIFIC-6 Trial

66% 265y 40% ECOG PS O 96% started Durvalumab
18% 275y 57% ECOG PS 1 > 14 days after completion RT
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(N=117) (N=117)
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Median PFS, months (95% Cl) 10.9 (7.3-1556) Median OS, months (95% Cl) 25.0 (25.0-NE)
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Start DURVALUMAB as soon as possible is better!

) PAY .
PACIFIC ATTENTION J|'

CT CT (CT) Durvalumab
Radiotherapy

day L1 40 <54
—
PACIFIC 6
T o Radiotherapy Durvalumab

day 1 22 43 ((ﬁ 64 104 <118



Kaster, Clin Lung Cancer 2015

Radical-Intent Hypofractionated Radiotherapy for
Locally Advanced Non—Small-Cell Lung Cancer:

A Systematic Review of the Literature

Table 1 Studies With Concurrent Chemoradiotherapy

3 Year | 1 Year
Study Dose | Fraction | Dose/fx | Acute BED | Late BED | 0S (%) | 0S (%) | AE (%) | AP (%) | LE (%) | LP (%)
Machtay (2005)°' 60 20 3 78.0 1200 0 0 0 2
Belderbos (2007)* 66 24 2.75 84.2 1265 29 56 17 9 5 18
Uitterhoeve (2007)° 66 24 2.75 84. 2 126 5 31 57 NR NR 5° 18°
Tsoutsou (2008)”* 525 15 35 73 = = =
Bral (2010)° 67.2 30 2. 24 8 Table 2 Studies With Nonconcurrent Chemoradmthempy
Mar — imnam2 e e -
ox OS f dt b t d th t BED
was Toun O pe assoaa eda wi umor
lJn lLUI.)’ oY L% 9 o T TR o= i Z=
Liu (2013) 75 25 3 7 Bernier (1999)1" 55 20 2.75 701 105 4 6 9 3
Chen (2013)° 55 2 275 7 Nguyen (1999)° 45 15 3 585 90.0 NR NR NR NR
39
Donato (2013)° 68.4 20 298 g S (2000) ] 65 % 25 813 119 2 0 0 NR NR
Uallrumas (90NA [-7] s A 1NAn o AD MDD NR NR
van Den F
0
ositive relationship between OS and OTT : |:
0 6
_ NR NR
Bral (2010)" | 705 30 235 87.1 125.7 18 65 NR NR 0 16
568 | 2526 | 26 819858 | 12131273 | 32 68 6 3 NR NR
Table 3 Reported Weighted Toxicity for Studies With 675 30 225 827 1181 0 0 NR NR
cOnwrrem chmradiomrapy 45 15 3 58.5 90.0 12 53 NR NR NR NR
55 20 2.75 70.1 105.4 0 0 NR NR
Site Acute, Mean (95% Late, Mean (95% 55 20 2.75 70.1 105.4 NR NR NR NR
o) ! ¢ 60 20 3 780 1200 75 7 3 3 7
Esophagus 14.9% (0.7%, 29.1%) 6.6% (—1.9%, 4.0%) 7855 | 25 |2283.42| 7001147 | 10031830 | 29 0 0 0 0
Lung 7.9% (—9.8%, 20.9%) 12.2% (—3.8%, 8.1%) 66 24 | 2715 842 1265 2 69 5 8 4 13
6 24 275 842 1265 19 53 NR NR 5° 18°
Donato (2013)** 68.4 30 228 827 118.1 e 0 10° 0 5
Maguire (2012)'7” 55 20 2.75 70.1 1054 27 83 NR NR NR NR




Machtay, JTO 2012

Defining Local-Regional Control and Its Importance in
Locally Advanced Non-small Cell Lung Carcinoma

A Radiation Therapy Oncology Group Analysis

It is axiomatic that cure of cancer cannot be achieved
without control of primary tumor

100
x

RC Failure p-value <0.0001

== lure
— No Strict-LRC Failure  p-value <0.0001
B allure

8 48 60
Months Since Randomization

In LA-NSCLC there is a strong association between
loco-regional control and survival



ULTRACENTRAL Tumors

w= === w= w== Defines zone of the proximal bronchial tree

tumors in cases in which the GTV directly abuts the major airways

Chang, Int J Radiat Oncol Biol Phys 2014

Stereotactic Ablative Radiation Therapy for Centrally

Located Early Stage or Isolated Parenchymal Recurrences
of Non-Small Cell Lung Cancer: How to Fly in a “No Fly Zone”
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Enroliment

Patients firstly discussed within the
multidisciplinary lung cancer group and judged
unfit for surgery and concurrent CT-RT

ECOG PS <2
De-novo or recurrent LA-NSCLC
PET/CT and brain MRI (CT)



Enroliment

* Neoadjuvant CT (CDDP and Vinorelbine x3-4)
in fit patients

e After PACIFIC trial results patients who had no
progression after CT and SAbR received
Durvalumab



Radiation Planning

* GTV-T and GTV-N = residual disease on PET-
CT after CT and pre-SAbR

* SAbR delivered by V-MAT

* SIB was optimized to differentiate the dose
for Tand N



Treatment Planning

* Treatment schedule based on target volume and closeness to OAR

» Total prescribed dose biologically equivalent to 54-60 Gy in 27-30
fractions (BED10=59,5Gy-72Gy)

 PTV Dmax no more than 107% of the prescription dose

* OAR dose constraints:

dnormal lungs - GTV, V5, <10%

J heart: Dy 5. <27-29 Gy

J esophagus: D, ... <32-34 Gy

trachea, proximal bronchial tree and ipsilateral bronchus: D, ... <35 Gy
(] aorta and others great vessels: D, :.. <53 Gy

 spinal cord: D, ... 30 Gy



Endpoints

Primary

 LOCAL CONTROL: lack of progression of the
treated volume.

* SAFETY: absence of 2G3 toxicity according
CTCAE v4.0



Endpoints

Secondary

* Regional (N) recurrence free-survival
* Distant progression free-survival
* Overall survival



Results

* 80 LA-NSCLC patients enrolled
(2015/12-2 until now)

* 50 LA-NSCLC patients (early analysis)



Results

Number of %
patients

Total patients 50 100
Median age 73 (45-88)
EGOG PS .
o 4 5 median FU 38 months (12-80)
2 7 14
Histology . .
Adenocarcinoma 26 52 mEdlan prescrlbed dose
Squamous Cell C 24 48

Stage (TNM 8th) T 9 45 Gy/5 fX (35'55)
i e % N = 40 Gy/5 fx (35-45)

1B 17 34
1C 4 8

Other treatments 46% SADbR alone
Neoadjuvant CT 27 54

Durvalumab 7 14
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Outcomes

LR-FS d-PFS
100 | 100 |
90 |- median not reached NF median not reached
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Better LR-FS

A Histology
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90 |- L
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- CR (n=26) notreached
L =003 === RP+S (u=24) 34 months (13-34)
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0 10 20 30 40 50 60 70 80

Patients at risk

CR

RP+S

19

Months
17 13 7 4 2 2 0
8 5 2 0 0 0 0

adenocarcinoma and complete remission predictors of better local control



Multivariate analysis results of
LR-FS, TNR-FS, distant progression, DFS and OS

Variables LR-FS TNR-FS Distant progression DFS (6N
HR 95% CI P HR  95% CI P HR 95% CI P value HR 95% CI P HR 95% CI P
value value value value

N (single vs

TNM stage - - - - - - - - - - - - . 1.34-17  0.016
(IIB+ ITTA* vs
1stology 3.01 1.15- 0.05
(ADC vs SCC) 11.35
PTV (continuous) - - - - - - - - - 1.004 1.001- 0.008

1.010

Best  treatment
response (CR vs
RP+S)




Multivariate analysis results of

LR-FS, TNR-FS, distant progression, DFS and OS

Variables LR-FS TNR-FS Distant progression DFS (6N
HR 95% CI P HR 95%CI P HR 95% CI  Pvalue HR 95% CI P HR 95% CI P
value value value value
N (single vs
multiple)
TNM stage 4.8 1.34-17  0.016
(IB+ ITIA* vs
IIIA~-IIIB)
Histology 3.61 1.15- 0.03
(ADC vs SCC) 11.35
PTV (continuous) 1.004 1.001- 0.008
1.010

Best  treatment
response (CR vs
RP+S)




SAbR for LA-NSCLC: comparison between trials

Trial Study RT N.  Median Neo-ad Total dose  Median  Median LC 0oS Toxicity
of  follow- therapy inS5 BED, 0 PTV >G3
pts up fractions (Gy) (cc)
(months) (Gy)
Karam R SAbR 33 9 10(30%) 40 72 GTV 1-y 75% 1-y 48% 0%
88.1
Cong R SAbR 51 17 NS 35 59.5 NS 1-y 54%  1-y 76.5% 10%
Cyberknife 3-y40%  3-y20.6% 4% G5
Parisi Ph 11 SAbR 17 NS 17(100%) 30 (T)* 48 NS 77% 1-y 59% 24%
(HT) 25 (N)* 37.5 3-y 29% 4% G5
Kubicek PhII SAbR 22 23.1 22(100%) 50 (T 100 NS 1-y 100%  1-y 82% 9%
Cyberknife 45 (N) 85.5 2-y 53% 4% G5
Our trial Ph II SAbR 50 38 27(54%) 45 (T) 85.5 82 1-y 1-y 0%
VMAT 40 (N) 72 86+5% 94+3%
3-y 3-y
56+8% 72+7%




Safety

No patients developed 2G3
acute and late toxicities




our clinical practice in unresectable LA-NSCLC

_ Unfit for RT-CT .

Fit for RT-CT Eit for CT Unfit for CT
START NEW ERA
CT-RT 60Gy/30 fx Trial
RTOG 0617
CT-RT 55Gy/20 fx CT>
SOCCAR SADbR 5fx SADbR 5fx
Durvalumab Durvalumab
(PD-L1 >1%) (PD-L1 >1%)

PACIFIC PACIFIC




Radi ver unoncolo

Thanks for your attention!!!!

every component is important to
complete this difficult and intriguing
LA-NSCLC puzzie!!!!

P.Anselmo M.Casale S.Fabiani M.ltaliani E.Maranzano F.Trippa

AIRO 2022
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