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OUTLINE

 Important trials for LA-NSCLC presented at WCLC
« APOLO: Induction Chemo + Atezo - CRT - Atezo
« POLESTAR: CRT +/- Adjuvant Aumolertinib
 LAURA: Safety Data
 SQUAT: Neoadjuvant CRT + Durva - Surgery = Durva

 Advances In RT discussed at WCLC 2024
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Patients who are medically or surgically
inoperable

A complete resection (R0) of the primary
tumor and involved lymph nodes is
deemed possible

N3 lymph nodes are deemed to be not
involved by multidisciplinary consensus

Y Perioperative (90-day) mortality is

expected to be low (<5%)

| Should include a platinum-based | Patients with good PS

| doublet, preferable cisplatin/ |

| etoposide, carboplatin/paclitaxel, L L

1 cisplatin/pemetrexed (non- ! _i 1
| squamous only), or cisplatin/ | I ° Y i i MNeoadjuvant chemoimmunotherapy
| vinorelbines Patients who are not candidates OR 4_
e e ____ _' I _Concurrent chemo‘rherapy_} for concurrent | Neoadjuvant chemotherapy

and RT chemoradiotherapy but are OR
————————————— = candidates for chemotherapy Neoadjuvant concurrent chemoradiotherapy®

| Doses higher than 60Gy and up tol |
70Gy may be considered for | _
| selected patients with careful |
| attention to doses to heart, lungs, |
and esophagus |

| RT to 60 Gy (] l

| i

Sequential chemotherapy .
and RT Surgery

! !

Patients with EGFR exon Consolidation
19 deletion or exon 21 durvalumab for up to 12
L858R mutation months

l 1. APOLO: Induction Chemo + Atezo = CRT = Atezo

2. POLESTAR: CRT +/- Adjuvant Aumolertinib
3. LAURA: CRT +/- Adjuvant Osimertinib [SAFETY DATA]
4. Neoadjuvant CRT + Durva = Surgery = Durva

3 Consolidation osimertinib
.
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Still Room For Improvement

MNo. of Events) Median TTDM
Arm Total Mo. of Patients (%]  (95% C1), Months
= 1.0 4 Durvalumab 226476 (47.5) 36.5 (28.1 to 45.2)
E 0.8 I\*’r- 74.0% Flacabo 148/237 (62.9) 17.7 (12.7 to 22.1)
= "‘u“ |05% CI, 89.6 to 77.9) — -
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FIG 4. Updated TTDM (blinded independent central review] in the intent-totreat population. The vertical dashed lines indicate yearly
landmarks; the associated numerical values represent the TTDM rates at the landmark. TTDM was defined as time from random
assignment until the first date of distant metastasis or death in the absence of distant metastasis. HR, hazard ratio; TTDM, time to death i
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PACIFIC 5-yr Update
Spigel et al. JCO 2022
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APOLO Study: Induction Chemo + Atezo - CRT - Atezo

Stage IIIA-11B-
nc . . Pri .
. rimary Endpoint- 12 mo PFS
Non-resectable Induction treatment Concurrent Ch-RT Maintenance y P
ITISC(i:LC Atezolizumab 1200 mg *at principal investigator B
(8th edition) ; Atezolizumab 1200 m e h
i Ca.rboplatlnAUCS discretion. Recommended iv., at day 1 Q3W g [ Follow up
+ Paclitaxel 200 mg/m2 . . o |
. MANDATORY: CT-PET AT iv., at day 1 Q3W dose: 66Gy in 33 once-daily 16 Cycles \_ (2 years)
BASELINE ! fractions of 2Gy in 45 days (12 months)
(3 Cycles)
« PATIENTS WITH EGFR, ALK
AND ROS1 MUTATED
WERE EXCLUDED |

‘ Tumor block |

Blood samples Blood samples Blood samples

Blood samples

After After At 12 months

Baseline
induction Ch-RT or PD
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AzlelEely PRIMARY ENDPOINT — PES in ITT population

5 SRR~
1
PES inITT population
1.004
T PFS 20.8 (95%CI 12.6; NR) months.
0.757 — 68.4%
L 60.5% PFS in ITT population was 68.4%
I,
050 E . S (95%Cl: 51.1-80.6%) at 12 months and
! | 60.5% (95%Cl: 43.3-74%) at 18
0.25- : i months.
| |
| |
0.00_ . | : : .
0 3 6 12 18 24 Median for follow-up: 29.6 months
Time from inclusion (months) ,
Number af rick Ime Trom Inciusion (montns (95%C|. 28.8—29.8)
38 34 31 26 23 19

PFS, progression free survival; ITT, intention to treat

Mariano Provencio, MD, PhD. | APOLO trial: atezo + induction Ch followed by Ch-RT and atezo maintenance in non-resectable stage III NSCLC
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PFS
1.00 4
. Author Conclusions
e There are no concerning safety data or treatment-related
oo | deaths.
o * CctDNA clearance after induction treatment showed a good
00 | prediction of PFS and OS
 Compared to other trials, APOLO shows a major benefit:
0.00 | * “PACIFIC-related” PFS 12m: 68.9% (95%CI: 48.8-82.4%) vs
I M o ’s 55.9% (95%Cl: 51.0-60.4) (SJ Antonia et al NEJM 2017)
Time from inclusion (months)
12 m (95%Cl) 24 m (95%Cl)
PDL1 Negative or 59.2% 37%
<50% (38.6-74.9) (19.6-54.5)

87.5% 75% EST OF

PDL1>50% |
S0% (38.7-98.1) (31.4-93) CI c

Content on this presentation is property of the author and licensed by the |ASLC. Copyright permission from the |ASLC is required for reuse.
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My Thoughts

* Interesting approach worthy of further study
« Would not routinely implement in clinic now

. tEnlgc%uraglng safety signal for those who switch from neoadj Chemo/IO for surgery
0

« Appealing for bulky disease w/ high likelihood to respond
e Comparisons to PACIFIC are limited by immortal time bias

* Prior RCT (CALGB 39801) for +/- induction chemo - CRT
« Added toxicity (neutropenia) without benefit

St g e Il Non )
ectable Induction treatment Concurrent Ch-RT Maintenance » Follow up
NSCLC {
(2 years)

Inclusion After :ST OF
Ch-RT CI c
v 2024
PFS “PACIFIC-related” @ )j//
! )
right pel , %

ght permission from the IASLC is required for reuse.
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Patients who are medically or surgically
inoperable

A complete resection (R0) of the primary
tumor and involved lymph nodes is
deemed possible

N3 lymph nodes are deemed to be not
involved by multidisciplinary consensus

Y Perioperative (90-day) mortality is

expected to be low (<5%)

Patients with good PS
| Should include a platinum-based | : R

| doublet, preferable cisplatin/ |

| etop.osildq,njarboplatin,’ge;clitaxel, L. L
1 cisplatin/pemetrexed (non-
| squamous only), or cisplatin/ : I Y i i MNeoadjuvant chemoimmunotherapy
| vinorelbines Patients who are not candidates OR
e e ____ _' I _Concurrent chemo‘rherapy_} for concurrent | Neoadjuvant chemotherapy
r and RT chemoradiotherapy but are OR
————————————— = candidates for chemotherapy Neoadjuvant concurrent chemoradiotherapy®

| RT to 60 Gy (]
| Doses higher than 60Gy and up tol |
70Gy may be considered for | _
| selected patients with careful |
| attention to doses to heart, lungs, |
and esophagus |

| i

Sequential chemotherapy .
and RT Surgery

! !

Patients with EGFR exon Consolidation
19 deletion or exon 21 durvalumab for up to 12
L858R mutation months

2. S 2. POLESTAR: CRT +/- Adjuvant Aumolertinib
3. 3. LAURA: CRT +/- Adjuvant Osimertinib [SAFETY DATA]
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Median Progression-free
Survival (95% CI)

mo

Osimertinib 39.1 (31.3-NC)
Placebo 5.6 (3.7-7.4)

Osimertinib

Percentage of Patients
i
T

Hazard ratio for disease progression
or death, 0.16 (95% Cl, 0.10-0.24)
P=0.001

, Placebo

T 1 T 1 T T T T T T T T T T T 1
o 3 6 9 12 15 183 21 24 37 30 33 36 39 42 45 48 51 54 57 &0 &3

Maonths since Randomization

Mo. at Risk
Osimertinic 143 127 114 109 99 96 83 76 B9 61 49 37 28 16 9 & 4 2 2 2 1 0
Placeba 73 059 31 2515 1o 9 &€ & 4 4 3 3 3 2 1 1 o 0 o © 0O

Figure 1. Progression-free Survival According to Blinded Independent Central Review.

The figure shows Kaplan—Meier estimates of the duration of progression-free survival (assessed by blinded independent central review
with the use of Response Evaluation Criteria in Solid Tumors, version 1.1). Tick marks indicate censored data, and vertical dashed lines
indicate the times of landmark analyses of progression-free survival. The median duration of follow-up for progression-free survival in all
patients was 22.0 months (range, <0.1 to 60.6) in the osimertinib group and 5.6 months (range, <0.1 to 49.7) in the placebo group; the
median duration of follow-up for progression-free survival in patients whose data were censored was 27.7 months (range, <0.1 to 60.6)
in the osimertinib group and 19.5 months (range, <0.1 to 49.7) in the placebo group. CI denotes confidence interval, and NC not calcu-

lable.

LAURA : CRT—> Osimertinib vs. Placebo until progression

Content on this presentation is pt ty of the author and lice
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POLESTAR: Adjuvant Aumolertinib

Screening Period Treatment Period

Kev inclusion criteria: . : « Treatment duration until
/ Aumolertllr\wlll_agammg Qb BICR-assessed progression
* 218 years (N=94) (per RECIST v1.1), toxicity,
« ECOGscore0/1 or other discontinuation
criteria

N=147

Stratification by

* Ex19del vs L858R EN
Stage IlIA vs Stage HIB/IIIC
« cCCRT vs sCRT

* EGFR Ex19del / L858R

* Locally advanced,
unresectable stage IlI*
NSCLC

* No progression during or

« Tumor assessment:
every 8 weeks to week 48,
then every 12 weeks until
progression

following definitive CRT#
treatment
* [nterval between last dose .
of CRT and randomization: Placebz)Nlégr)ng QDb; » Crossover’ is allowed for
<6 weeks - patients in placebo arm

 Primary endpoint: PFS assessed by BICR (sensitivity analysis: PFS assessed by
Investigator)

« Secondary endpoints: OS, ORR, DCR, DoR, CNS PFS, TTDM, Safety

* According to AJCC / UICC staging (8" edition).

# Concurrent or sequential CRT comprising =2 cycles of platinum-based chemotherapy (or 5 doses of weekly platinum-based chemotherapy) and a total dose of radiation of 60 Gy +10%.

§ Open-label aumolertinib after progression by the judgement of treating physician.

Abbreviations: cCRT, concurrent chemoradiotherapy; sSCRT, sequential chemoradiotherapy; EGFRm, EGFR-mutant; NSCLC, non-small cell lung cancer; PFS, progression free survival; TKI, tyrosine kinase inhibitor; BICR,
blinded independent central review; HR, hazard ratio.

Xiangjiao Meng | Aumolertinib after Chemoradiotherapy in Unresectable Stage Ill Non-Small-Cell Lung Cancer with EGFR Mutation: Interim Analysis of the Phase 11l Study (POLESTAR) 11
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PFS by BICR Assessment

B Median follow-up of PFS was 16.36 months (0—33.2) for aumolertinib and 13.93 months (0—24.8) for placebo.
B PFS HR (95% CI) by BICR analyzed with Cox proportional hazards regression was 0.200 (0.114, 0.352).
B PFS HR (95% CI) by BICR analyzed with a log rank test was 0.135 (0.070, 0.258), which is a sensitivity analysis.

1.0
mPFS, months (95% CI)
[ ——— Aumolertinib 30.4 (17.2, NR)
3 08 - Placebo 3.8 (3.7, 5.6)
w
3 HR (95%): 0.200 (0.114, 0.352)
Z Log-rank p-value: <0.0001
S 0.6
&
< A (RN NP
o 1 B T
o ! !
o 0.4 |
Y= 1
[) i B+
2 | | !
3 : : |
8 0.2 :
o |
[a W I : 1
0.0- .
| | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36
. Time from randomization (months)
No. at risk
Aumolertinib 92 81 60 51 42 29 19 12 7 5 4 1 0
Abbreviations: PFS, progression free survival; BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NR, not reach. Data cut-off: February 5, 2024.

Xiangjiao Meng | Aumolertinib after Chemoradiotherapy in Unresectable Stage Il Non-Small-Cell Lung Cancer with EGFR Mutation: Interim Analysis of the Phase Il Study (POLESTAR)
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OS and New lesions by BICR

B Median follow-up of OS was 16.6 months (range 1.5-33.2) for aumolertinib and 14.9 months (range 0.4-31.4)
for placebo.

B Median OS (9.8% maturity for aumolertinib and 6.0% maturity for placebo) was not reached in either group.
B Lower incidences of CNS lesions and distant metastases were observed in aumolertinib arm than in the

placebo arm.
Patients with new lesions 20.7 58.0
N Endooint Aumolertinib HR, 95% CI)
Brain 16.0

0.33 (0.12-0.92)
p=0.0270

Median CNS PFS#,

months (95% CI) NR(NR,NR)  NR(NR, NR)

Distant lymph node

0.21 (0.09, 0.49),
p<0.0001

Abdomen Median TTDMsg,

months @596 cly  NR(NRNR)  NR (384, NR)

B Aumolertinib N=92
Placebo N=50

T T )
70 60 50 40 30 20 10 0 10 20 30 40 50 60 70

Patients with new lesions (%)

Bone

# CNS PFS: survival without progression of CNS disease.

§ TTDM: time to death or distant metastasis.

* Chest: including lungs and N1~N3 regional lymph node lesions.

Abbreviations: OS, overall survival; Cl, confidence interval; NR, not reach; HR, Hazard ratio. Data cut-off: February 5, 2024.

Xiangjiao Meng | Aumolertinib after Chemoradiotherapy in Unresectable Stage Il Non-Small-Cell Lung Cancer with EGFR Mutation: Interim Analysis of the Phase Il Study (POLESTAR)
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Author Conclusions

« Adjuvant aumolertinib significantly improves PFS
after CRT (median 30.4 mo vs 3.8 mo, p < 0.001)

* OQverall aumolertinib was well tolerated w/o new
safety signal

My thoughts

Data support LAURA findings

Crossover was allowed and 85% of placebo got
aumolertinib on progression

Baseline rates of PET and MRI staging?

O_vera|1II aumolertinib was well tolerated w/o new safety
signa

Content on this presentation is property of the author and licensed by the |ASLC. Copyright permission from the |ASLC is required for reuse.
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LAURA SAFETY DATA

* Most common AEs were as expected for patients who had received prior CRT (radiation pneumonitis) or
osimertinib treatment (diarrhea and rash)

Radiation pneumonitis
Diarrhea

Rash

CoOVID-19

Paronychia

Cough

Decreased appetite

Dry skin

Pruritus

Stomatitis

Decreased white blood cell count
Pneumonia*

Anemia

Musculoskeletal chest pain

48 | 2 | 38
36 | 2 | 14

16 | | 10

15 [ 15

[ 17

12 ]is [[] Osimertinib, all grades
12 |3 Jll Osimertinib, Grade >3
|| Placebo, all grades

" Placebo, Grade >3

I
100

Terufumi Kato | Osimertinib after definitive CRT in unresectable stage III
EGFRm NSCLC: Safety outcomes from the Phase 3 LAURA study

80 60 40 20 0 20 40 60 80 100
Percentage of patients with AE

Data cut-off: January 5, 2024.

AEs with incidence of 210% in either arm shown. Patients with multiple events in the same category were counted only once in that category. Patients with events in more than one category were counted once in each of those categories.
Indudes AEs with an onset date on or after the date of first dose and up to and including 28 days following the discontinuation of study treatment and before starting subsequent cancer therapy.

*One Grade 5 AE of pneumonia was reported in a patient in the osimertinib am.

Luetal N EnglJ Med 2024,391:585-597.

AE, adverse event; COVID-19, coronavirus disease 2019; CRT, chemoradiotherapy
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Toxicity management guidelines for radiation pneumonitis and ILD*
in LAURA

Grade 1

Aspiomze, el of . No dose modification required
diagnostic observations only,

intervention not indicated

Grade 2
Symptomatic, medical — Hold study drug until resolution _ Re-initiation at 80 mg
intervention indicated," limiting of symptoms? (or at 40 mg as clinically appropriate)
instrumental ADL ‘
Grade 3 If symptoms. have no.t resolved within
- 4 weeks after interrupting study treatment
Severe symptoms, limiting
self-care ADL; oxygen indicated® ‘ .
ey o v di . If Grade 22 pneumonitis
ermanently discontinue {mmmm (symptomatic) occurs following
Grade 4 study drug ]
rade 4 restarting study drug

Life-threatening respiratory
compromise, urgent intervention
indicated, e.g., tracheostomy

or intubation

Data cut-off: January 5, 2024.

*Grouped terms; radiation pneumonitis (grouped): preferred terms of radiation pneumonitis and lung radiation fibrosis reported;

ILD (grouped): preferred terms of ILD, pneumonitis and pulmonaty fibrosis reported; fPatients who were given treatment for asymptomatic changes were not mandated to interrupt study drug

Terufumi Kato | Osimertinib after definitive CRT in unresectable stage I and guidance for Grade 1 was followed; *Holding study drug was considered as dinically appropriate and during diagnostic work-up for other etiologies;

Spatients given oxygen in the absence of symptoms did not require permanent discontinuation of study drug.
EGFRm NSCLC: Safety outcomes from the Phase 3 LAURA study ADL, adtivities of daily living; ILD, interstitial lung disease
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Safety analysis: Radiation pneumonitis

» Radiation pneumonitis (grouped term) included PTs of radiation pneumonitis and lung radiation fibrosis
* No Grade 4 or 5 events were reported

Radiation Osimertinib Placebo
pneumonitis, n (%) (n=143) (n=73)
Total 69 (48) 28 (38)

Grade 1 22 (15) 14 (19)

Grade 2 44 (31) 14 (19)

Grade 3 3(2) 0
CTCAE Grade 23 3(2) 0
SAE 15 (10) 2 (3)
Discontinuations 7 (5) 2 (3)

* Most dose interruptions due to AEs were driven by radiation pneumonitis, in line with toxicity management guidelines
e Osimertinib, n=46 (32%); placebo, n=10 (14%)
* No dose reductions due to radiation pneumonitis occurred sttt ooy 5 2028

Patients with asymptomatic radiation pneumonitis / pneumonitis post-CRT were eligible for inclusion in LAURA.

. . .- o . Indudes AEs with an onset date on or after the date of first dose and up toand including 28 days following the discontinuaion of study treatment and before starting subsequent cancer therapy.
Terufumi Kato | Osimertinib after definitive CRT in unresectable Stage 11 *Patients randomized in countries within the Asia region and who also dedare themselves as Asian.
AE, adverse event; CRT, chemoradiotherapy; CTCAE, Common Terminology Criteria for Adverse Events; PT, preferred term; SAE, serious AE

EGFRm NSCLC: Safety outcomes from the Phase 3 LAURA study
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Treatment restart following radiation pneumonitis

* Inthe osimertinib arm, the majority of patients (60 / 69; 87%) with radiation pneumonitis continued or restarted osimertinib without recurrence

* Across both arms, the majority of patients who restarted after a dose interruption remained on treatment; few discontinued

Osimertinib
69 patients with RP
| | |
Osi Osi Osi
continued interrupted discontinued
] ] |
n=22 n=|43 n=4 Osi discontinued for
[ 1 non-RP reason
Osi restart, Osi restart; o n=2
no RP recurrence discontinued due
l to RP recurrence
\ 4 { v
n=22 n=38 n=5 n=2

—— < 7
Y
60/ 69 (87%) continued 7 / 69 (10%) discontinued osi
osi 80 mg due to RP

No RP recurrence

. . . o . Data cut-off: January 5, 2024.
Terufumi Kato | Osimertinib after definitive CRT in unresectable Stage I RP analyzed as a grouped term; preferred terms of RP and lung radiation fibrosis reported.

EGFRm NSCLC: Safety outcomes from the Phase 3 LAURA study osi, osimertinib; RP, radiation pneumonitis
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Author conclusions

« Safety profile of osimertinib after definitive CRT was consistent with the established profile of osimertinib and
CRT;

no new safety concerns were identified

* Most AEs with osimertinib were mild or moderate in severity, and did not lead to treatment discontinuation

» Radiation pneumonitis events were primarily Grade 1/ 2, managed with dose interruptions per the mandated
toxicity management guidelines; no Grade 4 / 5 events

* Most patients could continue or restart osimertinib following a radiation pneumonitis event; in both arms there
were low rates of radiation pneumonitis recurrence after restart of study drug

Content on this p perty of the author and licensed by the IASLC. Copyright permission from the |IASLC is required for reuse.
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Patients who are medically or surgically
inoperable

A complete resection (R0) of the primary
tumor and involved lymph nodes is
deemed possible

N3 lymph nodes are deemed to be not
involved by multidisciplinary consensus

Y Perioperative (90-day) mortality is

expected to be low (<5%)

Patients with good PS
| Should include a platinum-based | : R

| doublet, preferable cisplatin/ |

| etop.osildq,njarboplatin,’ge;clitaxel, L. L
1 cisplatin/pemetrexed (non-
| squamous only), or cisplatin/ : I Y i i MNeoadjuvant chemoimmunotherapy
| vinorelbines Patients who are not candidates OR 4_
e e ____ _' I _Concurrent chemo‘rherapy_} for concurrent | Neoadjuvant chemotherapy

r and RT chemoradiotherapy but are OR
————————————— = candidates for chemotherapy Neoadjuvant concurrent chemoradiotherapy®

| RT to 60 Gy (]
| Doses higher than 60Gy and up tol |
70Gy may be considered for | _
| selected patients with careful |
| attention to doses to heart, lungs, |
and esophagus |

| i

Sequential chemotherapy .
and RT Surgery

! !

Patients with EGFR exon Consolidation
19 deletion or exon 21 durvalumab for up to 12
L858R mutation months

Consolidation osimertinib

4. SQUAT: Neoadjuvant CRT + Durva = Surgery = Durva
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Neoadjuvant Concurrent Chemo-immuno-Radiation Therapy Followed by
Surgery for Stage I1I-N2 NSCLC: SQUAT trial (WJOG 12119L)

Primary endpoint: MPR rate pCR rate
100 - 63% 100 -
50 (90% Cl, 47-78) % |
(95% Cl, 44-80)
80
Key eligibility criteria Neoadjuvant Chemo-Immuno-Radiation X770 1
‘Resectable Stage IlIA-B-N2 NSCLC (TNMS8th) — ‘C"Be;zZV(AUC ) 5 Adjuvant Immunotherapy 2601 23%
. * + = 1
Discrete N2, pathologically confirmed e rga Y oo * Durvalumab (1500mg) o (95% CI, 10-42)
*ECOG PS 0-1 o y . 2 12 months Q. 40 -
IFRT? 50Gy (2Gy X 25fr) Day 1-35 2 30 |
*Durvalumab (1500mg) Day 1, 29
20 |
10 |
0
n/N 19/30 n/N 7/30

Primary endpoint
MPR; <10% residual viable tumor) according to the central pathologic assessment.

Secondary endpoint
Progression-free survival (PFS), overall survival (OS), pathologic complete response (pCR), and safety.

a|FRT: Involved Field radiation therapy

Shinichi Toyooka | SQUAT trial (WJOG 12119L)
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SQUAT Study

wclc2024.iaslc.org

Surgery
) Completed neoadjuvant therapy, n (%) 29 (97)
Baseline Di tinued dj t th % 1(3
Factors iscon mdue neoadjuvant therapy, n (%) (3) a
N2 status, n (%) Adverse event 1(3)
] Underwent definitive surgery, n (%) 27 (90)
Single 25 (83) o
Multiol 5 (17 Cancelled definitive surgery, n (%) 3 (10)
uttiple (17) Disease progression 2(7)
Adverse event 1(3)
PD-L1 status, n (%)
< 1% 10 (33) Adjuvant
therapy
ue
2 50% 9(30) Received adjuvant therapy, n (%) 16 (64)
Completed adjuvant therapy (1 year), n (%) 8 (32)
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ITT Survival on SQUAT

OS

PFS

08 7 -|_ | L1
= 06 |
3
o
a
k-
= 04
A
2-year OS rate, % 76
02 4 (95%Cl) (56-88)
Median OS, mo  Not reached
(95%Cl) (29-NE?)
00 -
0 6 12 18 24 30 36 42
Time {month)
Number at Risk 30 29 26 22 22 12 6 0

10 -
08
=
= 06
3
[
(s
®
=
z 04
=1
w
02
00

2-year PFS rate, % 43
(95%Cl) (26-60)

Median PFS, mo 15
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Author Results and Conclusions

« 48% G3+ toxicity, 7% led to DC treatment o
« Rates of MPR (63%) compare favorably to
previously published chemo/ICI trials w/o RT .

 MPR or pCR was associated w/ improved PFS/OS

« The benefit of adding radiation to neoadjuvant
chemo-immunotherapy Is questionable, although it
warrants longer observation as well as verification .
by other studies.

My Thoughts

Makes sense that RT improves path
response

Agree that there is a burden to show
Improvement in patient centered
endpoint rather than surrogate
endpoint

Our current practice is to plan for one
local treatment modality

nission from the [ASLC is required

for reuse.
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Advances in Radiation for Stage Il NSCLC

Patients who are medically or surgically
inoperable
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Sequential chemotherapy

I and esophagus | and RT

L TREATMENT ALIVE DEAD TOTAL MEDIAN

o 4000 SPLIT 25 &8 93 368

A 4000 CONT k| &b 97 45 5

< 5000 CONT 33 58 21 41 .0

g 4000 CONT 28 56 84 47 2
l l Fra. 4. RTOG-lung 73-01 { Jan. 1979). Survival of patients accord-

Patients with EGFR exon Consolidation ing to treatment regimen. Difference is not statistically significant,

19 deletion or exon 21 durvalumab for up to 12
L858R mutation months

EST OF
l Perez et al. Cancer 1980 :
Daly et al. JCO 2024

Consolidation osimertinib ‘ 2024
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ONCOLOGY ™

Phase Ill Prospective Randomized Trial of Primary Lung Tumor Stereotactic
Body Radiation Therapy Followed by Concurrent Mediastinal Chemoradiation
for Locally-Advanced Non-Small Cell Lung Cancer

* Replace conventionally fractionated radiotherapy to the primary tumor with
SBRT followed by concurrent chemoradiation to the mediastinum

* Hypotheses:
« Well-tolerated , lower rates of radiation pneumonitis due to increase conformity with SBRT
 Improve local control that will drive an improvement in progression-free survival and overall
survival

Courtesy of Charles Simone

Andreas Rimner | Is There a Role for SBRT in Stage 3 NSCLC?
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Primary Endpoint:

. Chemoradiation OS and PFS
Population: Locally advanced SBRT (primary) (mediastinum)
stage llI-lll (node positive) BED =100 Gy 60 Gy/2 Gy per fraction Secondary
NSCLC Endpoints:
. * ORR (RECISTvV
Patient Maintenance 1.1)
Screening g 'mmunotherap » Local Control
y x12 months * Failure Patterns
Stratification: Chemoradiation . 2:25:::3 QoL
T Stage (T1-T2a vs. T2b or higher) (primary + mediastinum) + PROs
PD-L1 Status (<1%, 1%-49%, 50-100%) 60 Gy/2 Gy per fraction . Acute and late
toxicities
(CTCAEV5)
SBRT to primary tumor:
— 3fractionsto 54 Gy (BED10 of 151.2 Gy) [peripheral] .
— 4 fractions to 50 Gy (BED10 of 112.5 Gy) [peripheral] Current Accrual'
— b5 fractions to 50 Gy (BED10 of 100 Gy) [peripheral or central] n=381 /474

N C I National Clinical N CI Community Oncology
Trials Network Research Program

, @ @NRGOnNC 0 m NRG Oncology Pls: Charles B. Simone Il, John Heinzerling

a National Cancer Institute program A program of the National Cancer Institute
of the National Institutes of Health

Andreas Rimner | Is There a Role for SBRT in Stage 3 NSCLC?
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SPRINT trial: PD-L1 driven, response-adapted (PET-based), chemo-free

study of pembrolizumab plus RT

Study Design:

Induction PET-Based Dose- Adjuvant

Pembrolizumab, Painted
200 mg every 21 Radiotherapyx 4
days, x 3 cycles WEES

Pembrolizumab,

200 mg every 21

days, x 12 cycles
CT

]

= 3
v 55.000

0)

Risk-adapted, Dose-painted radiotherapy (based on PET/CT 2)
tumor/node with metabolic volume < 20 cc: 48 Gy in 20 fractions

tumor/node with metabolic volume > 20 cc: 55 Gy in 20 fractions
LA ]

Ohri et al. JCO 2024
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