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Background Patient Demographics * Median follow-up: 28 months. Time point of analysis: January 15, 2020
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= Approximately 15-20% of non-small cell lung cancer (NSCLC)
N 67 o .
patients initially present with locally advanced stage IIIA(N2) disease Z05- >
= Platinum-based chemotherapy in addition to surgery (neoadjuvant or Age, median (range) 61 (41-74) £ E
adjuvant) improves survival by about 4% in stage IB-11l NSCLC1 Gender g 067 I |5
= Surgery after neoadjuvant therapy is feasible in selected patients - Male / Female 35 /32 52.2% 1 47.8% 2 S 2
with N2 disease at experienced centers with recorded low WHO PS g 04 704- Median OS: not reached
oerloperatlve mortallty2-4 - O / 1 52 / 15 776% / 224% % EFS at 12 mOnthS 733% (90% CI 625 — 814) g
> ] O _
» Previous SAKK trials established a standard of care for stage Histolo S . 02
IA(N2): J ) Adenogc);rcinoma 37 55 20/ Median EFS: not reached (95% CI: 30.1 — NR)
» 3 cycles of neoadjuvant chemotherapy with cisplatin and - Squamous cell carcinoma 22 32.8% "o 6 2 18 24 30 36 42 7 5 12 18 24 30 36 4
docetaxel followed by surgery (SAKK 16/96 and SAKK 16/00)34 - Large cell carcinoma 1 1.5% # at risk Time from registration (months) 4 at risk Time from registration (months)
" : : : - NOS 7 10.4% 65 53 39 217 17 12 4 0 67 63 59 49 30 18 5 1
* Addition of neoadjuvant radiotherapy does not improve 470
outcome* T stage Adverse events (highest grade per patient) Pattern of recurrence
= Neoadjuvant PD-1/PD-L1 blockade in early stage NSCLC is feasible - T1/T2/T3 15/33/19 22.4% [ 49.3% [/ 28.4%

Site of Total (N=14)
recurrence N (%)

and associated with high pathological response rates>S
Treatment

: : _ocal 2 (14.3%)
Trial Design T — — onal 3 (21.4%
_0Cco-regiona 4%
= Multicenter, single-arm, phase Il trial NeoadjUvanu chiemotherany NOAES 0(0.0%) 0(0.0%) 12 (19.4%) 10 (17.2%) - 1 (2.0%) Distant 8 (57.1%)
» SINY P - Completed / Not completed:? 60/7 89.6% / 10.4% 1 1(1.5%) 3(4.5%) 21 (33.9%) 18 (31.0%) 8 (16.0%) -
_ _ocal & distant 1 (7.1%)
ey eLicriLmy ) Neoadjuvant Immunotherapy 62 2 7 (10.4%) 19 (28.4%) 21 (33.9%) 13 (22.4%) 16 (32.0%)
. NSCLC - Completed / Not completed? 58 /4 86.6% / 13.4% 3 32 (47.8%) 26 (38.8%) 6 (9.7%) 12 (20.7%) 20 (40.0%)
« T1-3 N2 MO ' ' ma/m2
(1AN2) (acC Socetaxel somame B o e ma? Sl;)fr?eeljr{mnectomy 25 o 10 4  25(37.3%) 18 (26.9%) 2 (3.2%) 4 (6.9%) 5 (10.0%)
. di g3w dL q2w 1 q2w ] =79 5 2(3.0%) 1(1.5%) 0(0.0%) 1(1.7%) 0 (0.0%
. Tg_s?el:)c;a;lzfstumor 3 cycles 2 cycles 12 months _ Bilobectomy 7 12 7% ( 0) ( 0) ( 0) ( 0) ( O)
« WHO PS 0-1 - Lobectomy 43 718.2% o 2 fatal AEs (Respiratory failure during neoadjuvant chemo; Bronchopulmonary hemorrhage after surgery)
Corany : : : : : - RO/R1/R2 50/3/2 90.9%1/5.5%/3.6% » 30-day postoperative mortality: n=1 (1.8%)
 N=68 Y E.t"‘(lj sc0d Tumor Bl 00 Postoperative Radiotherapy 6 10.9% .
Adjuvant Immunotherapy 50 Conclusions
_ - - - - - Completed 25 50.0%
Lifelong follow-up with optional re-biopsy at progression - Still on treatment 5 10.0% - This is to our knowledge the largest cohort of patients with resectable stage IIIA(N2) NSCLC
: receiving perioperative immune checkpoint inhibitor thera
Study Endpoints - Not completed? 20 40.0% J petiopera | P by |
1Reasons for discontinuation: tox. (n=2), physicians decision (n=2), PD (n=2), patient refusal (n=1)  The addition of perioperative durvalumab to standard of care cisplatin/docetaxel
’Reasons for discontinuation: PD (n=2), respiratory insufficiency (n=1), patient refusal (n=1) e S safe

= Primary endpoint

* Event-free survival (EFS) at 12 months _ _ _ _
Results  leads to high major pathological response rate and rate of nodal downstaging
= Secondary endpoints

3Reasons for discontinuation: PD (n=10), tox. (n=5), patient refusal (n=3), treatment delay (n=2 : : : :
(n=10), fox. (n=5). P ("=3) y ("=2) * results in a very encouraging 1-year EFS rate that exceeds historical data of chemotherapy alone

o Radiodraphic response _ * Perioperative PD-L1 inhibition in addition to standard neoadjuvant chemotherapy forms the

* EFS, OS, Objective response (OR) grap P Pathologic response backbone of our next study investigating the additional benefit of neoadjuvant immune-modulatory

« Pathological complete response (pCR) Total (N=62) Total (N=55) radiotherapy (SAKK 16/18; NCT04245514)

» Major pathological response (MPR) (£10% viable tumor) N (%) N (%)

* Complete resection, Pattern of recurrence PR 32 (51.6%) MPR 33 (60.0%) 1Burdett S, et al. Cochrane Database Syst Rev 2015 sEorde PM. et al. NEJM 2018

* Adverse events (AEs), Postoperative 30-day mortality SD 16 (25.8%) Nodal downstaging 37 (67.3%) 2Johnstone DW, et al. Radiat Oncol, Biol, Physics 2002 6Kwiatkowski DJ, et al. ASCO 2019
3Betticher DC, et al. Br J Cancer 2006 7Cascone T, et al. ASCO 2019

PD 4 (6.5%) - YpNO 26 (47.3%) “Pless M, et al. Lancet 2015 8Provencio M, et al. ASCO 2019
it ' ' - YpN1 11 (20.0%
Statistical Considerations NE 4 (6.5%) yp (20.0%) Acknowledgements:
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L Tumor assessment not done (N=2)
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