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Evre IV Akciger Kanseri Insidans ve Mortalite
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Histoloji ve Genomik Ozeliklere Gére Tedavi

National

comprehensive NCCN Guidelines Version 7.2021
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Naneer . Non-Small Cell Lung Cancer Discussion
CLINICAL PRESENTATION HISTOLOGIC BIOMARKER TESTING™™
SUBTYPE?
» Molecular testing, including:
* Adenocarcinoma » EGFR mutation (category 1), ALK (category 1),
« Large cell KRAS, ROS1, BRAF, NTRK1/2/3, METex14 See Testing
i ) ) *» NSCLC not skipping, RET —— | Results
. Establlsgl histologic otherwise » Testing should be conducted as part of broad (NSCL-19)
subtype™ with specified (NOS) molecular profiling™
adequate tissue for - PD-L1 testing (category 1)
molecular testing
Advanced (consider rebiopsy'!
or if appropriate)
metastatic » Smoking cessation
disease counseling
* Integrate palliative
care® (See NCCN « Consider molecular testing, including:°°
Guidelines for » EGFR mutation, ALK, KRAS, ROS1, BRAF, ;
Palliative Care) Squamous cell NTRK1/2/3, MET exon 14 skipping, RET See Testing
carcinoma » Testing should be conducted as part of (NSCL-19)

broad molecular profiling™
* PD-L1 testing (category 1)



Histoloji ve Genomik Ozeliklere Gére Tedavi

National

comprehensive NCCN Guidelines Version 1.2022 %
waa o Non-Small Cell Lung Cancer L coniens

TESTING RESULTS!\mm

EGFR exon 19 deletion or L858R mutation positive NSCL-20

EGFR S7681, L861Q, and/or G719X mutation positive NSCL-23

EGFR exon 20 insertion mutation positive NSCL-24

KRAS G12C mutation positive NSCL-25

ALK rearrangement positive NSCL-26

ROS1 rearrangement positive NSCL-29

BRAF V600E mutation positive NSCL-31

NTRK1/2/3 gene fusion positive NSCL-32

METex14 skipping mutation positive NSCL-33

NSCL-34

PD-L1 250% and negative for actionable molecular biomarkers above NSCL-35

PD-L1 21%-49% and negative for actionable molecular biomarkers above NSCL-36

PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-37




Metastatik Olmayan KHDAK Sistemik Tedaviye Ihtiyac Varmi

Stage 24 60

100% (8" edition) Events /N MST Month Month
3 IA1 68 /781 NR 97% 92%
80% IA2 505/3105 NR 94% 83%
60% - ‘ IA3 546 /2417 NR 90% 77%
40% - HA 215/ 585 NR 79% 60%
| 1B 605/1453 66.0 72% 53%
" 1A 2052 /3200 29.3  55% 36%

0% 1551/2140 19.0 44%
4 |

Months IVA 336/484 11.5 23% 10%
VB 328 / 398 6.0 10% 0%

School of Medicine

ISP Health | David Geffen The Journal of Thoracic Oncology. Vol. 11 No. 1: 39-51.




Devam eden c¢alismalar

TABLE, Selected ongoing neoadjuvant and adjuvant clinical trials in earlier-stage NSCLC.

Trial Name Study ID Stage /timing Treatme nt Trial Dates*

Immunotherapy

CheckMate 159 NCT02259621 HIIA, necadjuvant nivolumab + ipilimumab 2014-2023

IMpower0 10 NCTO24867 18 IB-HIA, adjuvant Atezolizumab 20152022

KEYNOTE-091 NCT02504372 IB-lIA pembrolzumab 20152024

ANVIL NCT02505944 1B-HlIA, adjuvant nivolumab 20162024

LCMC3 NCT02927301 IB-IlIB, both neo/adjuvant atezolzumab 2017-2025

PRINCEPS NCT029904576 IB-IIA, necadjuvant atezolzumab 20162022

NEOSTAR NCT03158129 HIIA, necadjuvant nivolumab t ipilimumab or chemothe rapy 2017-2022

EMPOWER-CSCC-1 NCTO3916627 HIIA, neocadjuvant Cemiplimab 2019-2029

LUNO115 NCT04585477 HIl, adjuvant Durvalumab 2021-2026

AAAT0800 NCT04625699 IHIIB, adjuvant durvalumab + tre [ el

NeoCOAST-2 NCT0506 1550 IHIA, both neo/adjuvant durvalumab + ole CheckMate 816 NCT02098528 1B-lIA, necadjuvant nivolumab + chemotherapy 2017-2028
KEYNOTE-67 1 NCT03425643 IHIIB, both neo/ adjuvant pembrolzumab + chemotherapy 2018-2026
IMpower030 NCT03456063 IB-IIA, necadjuvant atezolizumab + platinum chemotherapy 2018-2026
AEGEAN NCT03800134 IHIl, both neo/adjuvant durvalumab + chemotherapy 2018-2024
IMpower132 NCT043673 11 1B-IA, adjuvant atezolzumab + chemotherapy 2020-2024
MERMAID-1 NCT04385368 IHIl, adjuvant durvalumab + che motherapy 2020-2026

GO42501 NCT04832854 IHIIB, both neo/ adjuvant tiragolumab + atezolzumab t chemotherapy  2021-2027

www.onclive.com/view/happy-upheavals-are-unveiled-
& Targeted therapy

in-early-stage-lung-cancer

ADAURA NCT02511106 IB-HA, adjuvant Osimertinib 20152023
Cummings AL, January 26, 2022 BO40336 NCT03456076 IBAIIA, adjwant Alectinib + chemotherapy 20182026
NAUTIKA1 NCT04302025 lIA-IIB, both neo/adjuvant  varied tyrosine kinase inhibitors 2020-2028

NeoADAURA NCT04351555 IHIB, necadjuvant osimertinib + chemotherapy 2020-2029

LIBRETTO-432 NCT04819100 IB-A, adjuvant Selpercatinib 20212032

Health ‘ I‘)avid Geffg:n Geometry-N NCT04926831 IBNA, both neo/adjuvant  capmatinib 20212028

School of Medicine NCT05118854 I1A-1IB, necadjuvant sotorasib + chemotherapy 2022-2023

Oy compehion Gate Der chrice




KGguk hicreli digi akciger kanserinde
Neoadjuvan Imminoterapi

Resectable NSCLC: Neoadjuvant CheckMate 816

Primary analysis population

Key Eligibility Criteria NIVO 360 mg Q3W
Newly diagnosed, resectable, N = 358 e
stage IB (2 4 cm)-1lIA NSCLC chemo’ Qaw (3 cycles)
(per TNM 7™ edition) 0_, S
ECOG performance status 0-1 Radiologic urﬂe\oryb Follow-up
* No known sensitizing EGFR —.m"'w"'m" ‘Mweekms — s o ——
mutations or ALK alterations Chemo” Q3w (3 cycles) post- adjuvant
5 chemo = RT*
treatment)
Stratified by
S!‘g. (IB-II vs "lA), NIVO 3 IW (3 le
PD-L1* (2 1% vs < 1%¢), and sex T N Ve
+ Pl 1 mg/kg (cycle 1 only)'
Primary endpoints Secondary endpoints Exploratory endpoints
« pCRby BIPR +  MPRby BIPR + ORR by BICR
« EFS by BICR « 0OS * Predictive biomarkers (PD-L1, TMB,
+ Time to death or distant metastases ctDNA")

pCR: 0% residual viable tumor cells in both primary tumor (lung) and sampled lymph nodes
MPR: < 10% residual viable tumor cells in both primary tumor (lung) and sampled lymph nodes

Forde et al. AACR 2021 Abstract CT003 Courtesy of Anne S Tsao, MD, MBA



KGguk hicreli digi akciger kanserinde
Neoadjuvan Immunoterapi

CheckMate 816 Nivolumab + Chemo improves pCR, MPR, ORR

Objective response rate

pCRY<in ITT (ypTONO)¢

el Difference® NIVO + chemo
31.6% Patients, n (%)
.30 1 OR = 13.94 (n=179)
= (99% Cl, 3.49-55.75)*
g P < 0.0001 ORR* 96 (54)° 67 (37)°
T 20
o Best overall response
S 10 Complete response 1(1) 3(2)
2.2% Partial response 95 (53) 64 (36)
0 .
NIVO + chemo Chemo Stable disease 70 (39) 88 (49)
n/N 437179 41179
" ot evaluable ) mn
MPR®fin ITT¢
: Not reported 4(2) 12 (7)
30 4 le;c;s;:cc' Patients with radiographic down-staging
2
... 40 OR = 5.70
® (95% CI, 3.16-10.26)"
& 30 - = AL
] Z
o 20 - 3 14
% 5 b
10 4 8.9%
NIVO + chemo Chemo
n/N 66/179 16/179

Forde et al, AACR 2021 Abstract CT003: Spicer et al, ASCO 2021 Abstract 8503 o e Courtesy of Anne S Tsao, MD, MBA



KGglk hucreli digi akciger kanserinde
Neoadjuvan Immunoterapi

immiinoterapi+kemoterapi
sonrasi cerrahi olan
/Kemoterapi sonrasi
Cerrahi olan

-Cerrahi op gecikme
-Komplikasyonlar
-Hastane yatis sureleri

+
NIVO + chemo* Chemo?
n=179 R
|
v + '
i
n o« oY ne113 n=63

Definitive surgery®

12%

Cancelled

B5%
Recetves
Nedian auration
of wrgery?
169 minutes

Definitive surgery"

17%

Cancelled

Medan duration
of wrgery”
186 mimstes

Definitive surgery®

Median duration
of surgery*
210 minutes

Donnluvo surgwy‘*

2 5%
‘ Ccn(.cﬂnd

-------

Medlon Owration
of surgeny*

218 minutes

Median time from last neoadjuvant dose to surgery nivo+chemo 5.3 weeks (4.6-6)
vs chemo 5 weeks (4.6-5.9)

NIVO + chemo
{n = 135)

Chemo

{n=124)

Length of hospital stay, median (IQR), days 10.0 {7.0-14.0) 10.0 (7.0-14.5)
Length of hospital stay by surgery type,* median (IQR), days
Lobectomy 10.0{7.0-13.0) 9.0 (6.0-14.0)
Preumonectomy 10.0(8.0-13.0) 11.0(2.0-16.0)
Other® 8.5 (4.0-13.0) 9.0(7.0-14.0)
Length of hospital stay per region,< median (IQR), days
North America 4,014.0-7.0) 6.0 (4.0-8.0)
Europe 9.51{8.0-14.0) 13.0(7.0-18.0)
Asia 11.0(9.0-16.0) 13.0 (10.0-16.0)

Courtesy of Anne S Tsao, MD, MBA



Ktcuk hucreli disi akciger kanserinde
Neoadjuvan Immiinoterapi Calismalar

Ongoing Phase 3 NEO-Adj PD-(L)1 NSCLC IO

-, Primary
Drug N Stages Description Endpoint
Nivo + platinum
Chemo (ipi/nivo | 55, Stage IB-IIIA, resectable NsCLC | Neoadiuvant.no | op ) peg
closed) adjuvant
CheckMate 816
Atezo + platinum Neo-adjuvant
Chemo 374 Stage II-IIB (T3N2), resectable NSCLC | chemo-ICI, then MPR / RFS
IMpower030 adjuvant 10
Pembro + platinum- Neo-adjuvant
doublet Chemo 786 Stage IIB-IIA, resectable NSCLC chemo-ICl| then RFS / OS
KEYNOTE-671 adjuvant 10
Durva + platinum- Neo-adjuvant
P 300 Stage IIHIIA, resectable NSCLC chemo-ICl then MPR
doublet Chemo .
adjuvant IO




Lokal lleri KHDAK'de Sistemik Tedaviler

Selected Negative Trials after Concurrent
Chemotherapy + Radiation

I 2 el

CALGB 39801" Induction chemo = CRT 14vs 12 N/R
Vs
cCRT .
1. Vokes et al J Clin Oncol 2007
LUN 01-242 cCRT - docetaxel 23.2 vs N/R 0.883 2. Hanna et al J Clin Oncol 2008
VS 21.2 3. Kelly et al J Clin Oncol 2008
) 4. Bradley et al Lancet Oncol 2015
cCRT 5. Butts et al Lancet Oncol 2014
SWOG S0023® cCRT - docetaxel - placebo 35vs23 0.63 .0013
Vs
cCRT - docetaxel = gefitinib
RTOG 06174 cCRT = chemo 24 vs 25 1.07 0.29
Vs
cCRT + cetuximab = chemo
START? Sequential or cCRT - placebo 256vs 0.88 123
Vs 22.3

Sequential or cCRT = tecemotide

Courtesv of Beniamin Levv. MD



Lokal lleri KHDAK'de Sistemik Tedaviler

Rationale of checkpoint inhibitors after chemoradiation

CHECKPOINT INHIBITOR

CHEMORADIATION I,PD-1/PD-L1 inhibitors reverse immune
suppression and lead to a systemic antitumor
PD-L1 overexpression response
leads to immune
cell evasion

Chemoradiation induces
tumor antigen release and

an adaptive immune response Antigen-
presenting $

4 3 Cell 0  Antigens
/ 3 3
ki
9 L] ;
of

Checkpoint inhibitors

Inactive
T cells

Courtesy of Benjamin Levy, MD



Lokal lleri KHDAK Idame Immiinoterapi

PACIFIC: Phase 3, Randomized, Double-blind, Placebo-
controlled, Multicenter, International Study':2

Durvalumab Primary endpoints
* Unresectable, Stage Ill NSCLC 10 mg/kg q2w for - PFS by BICR
without progression after definitive up to 12 months .
platinum-based cCRT (22 cycles) - n =476 U;Slqg RECIST
1-42 days vi.

18 years or older post-cCRT « OS

WHO PS score 0 or 1 Key secondary
If available, archived pre-cCRT 2:1 randomization, endpoints
tumor tissue for PD-L1 testing stratified by age, sex, and * ORR, DoR and

N =713 randomized

smoking history TTDM by BICR
All-comers population * PFS2 by
(i.e. irrespective of PD-L1 status) Placebo investigator
q2w for up to « Safety
N = 983 enrolled 12 months « PROs

n = 237

» Data cutoff (March 22, 2018) for the planned OS IA occurred after 299 events (61% of the target 491 events)
» OS sample size assumption: 285% power to detect an HR of 0.73 with 491 events, using a 2.5% 2-sided significance level
ClinicalTrials.gov number: NCT02125461

1. Antonia SJ, et al. N Engl J Med. 2017;377:1919-1929. Courtesy of Walter J Curran Jr, MD
2. Antonia SJ, et al. N Engl J Med. 2018;379:2342-2350. Winship Cancer Institute | Emory University




Lokal lleri KHDAK Idame Immiinoterapi

PACIFIC: Primary Endpoints (ITT)'2

PFS (BICR)? 0S2*
Median PFS (95% CI) Median OS (95% Cl)
months months
1.0 7 Durvalumab 16.8 (13.0-18.1) 1.0 Durvalumab NR (34.7-NR)
0.9 0.9- 83.1%
' Placebo 5.6 (4.6-7.8) Placebo 28.7 (22.9-NR)
0.8 — 0.8
2 074 8 0.7
o Y
© 0.6 © 06— .
=] B‘ !
E‘ 0.5 = 0.5 |
= ) ! .
T 04 S 04— . :
Ko o \ 1
E 0.3 : @ 0.3 ! :
0.2 PFS HR = 0.52 0.2 OSHR=0.68 .
04| 95%Cl,0.42-0.65 o4 99-73%Cl, 0.469-0.997 | !
' P <0.001 ' P =0.0025 :
- H [}
004+—T———F+—T— T T T 00t+—T—T—T—T—T—T T T T T T T T T
o 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Time from randomization (months) No. at Risk Time from Randomization (months)
Durvalumab 476 377 301 284 159 86 44 21 4 1 Durvalumab 476 464 431 415 385 364 343 319 274 210115 57 23 2 0 O
Placebo 237 163 106 87 52 28 13 e 3 0 Placebo 237 220 198 178 170 155 141 130 117 78 42 21 9 3 1 O

*Median duration of follow-up was 25.2 months (range 0.2—43.1); TAdjusted for interim analysis; NR, not reached. Note: PFS data based on data cutoff of Feb 13, 2017,
and OS data based on data cutoff of Mar 22, 2018.

1. Antonia SJ, et al. N Engl J Med. 2017;377:1919-1929. Courtesy of Walter J Curran Jr, MD
2. Antonia SJ, et al. N Engl J Med. 2018;379:2342-2350. Winship Cancer Institute | Emory University



Lokal Illeri KHDAK Idame Immiuinoterapi
PFS and OS by Pre-specified Subgroup (ITT)12

PFS (BICR) (013
No. of events / No. of events [
no. of patients (%) no. of patients (%)
HR (95% Cl) Durvalumab Placebo HR (95% Cl}) Durvalumab Placebo

All patients HH : 214/476 (45.0)  157/237 (66.2) @ 183/476 (38.4)  116/237 (48.9)
Sex Male e+ | 155/234 (46.4)  111/166 (66.9) —e—] 141/334 (42.2) 80/166 (48.2)

Female —— ! 59/142 (41.5) 46/71 (64.8) —e—| 42/142 (29.6) 36/71 (50.7
o <65 years e ! 108/261 (41.4)  91/130 (70.0) —eo— 89/261 (34.1) 58/130 (44.6)
Age atrandomization .. —e—H 106/215 (49.3)  66/107 (61.7) —e— 94/215 (43.7) 58/107 (54.2)
Smoking status Smoker o E 197/433 (45.5)  140/216 (64.8) —o— 169/433 (39.0)  103/216 (47.7)

Non-smoker —— ' 17/43 (39.5) 17/21 (81.0) . { 14/43 (32.6) 13/21 (61.9)
S Stage IIIA e 108/252 (42.9)  82/125 (65.6) —eo— 101/252 (40.1)  70/125 (56.0)
Stage IIB e | 104/212 (49.1) 72/107 (67.3) ——- 79/212 (37.3) 44/107 (41.1)
Tumor histologic type Squamous —e—1! 117/224 (52.2) 66/102 (64.7) —e— 103/224 (46.0) 56/102 (54.9)
Non-squamous —o— 1 97/252 (38.5) 91/135 (67.4) —eo— 80/252 (31.7) 60/135 (44.4)
Prior definitive CT Cisplatin —o— : 115/266 (43.2)  97/129 (67.4) —e— 94/266 (35.3) 64/129 (49.6)
Carboplatin ——, 91/199 (45.7) 65/102 (63.7) ——1— 84/199 (42.2) 47/102 (46.1)

Best response to CR NA* 2/9 (22.2) 4/7 (57.1) NA* 2/9(22.2) 3/7 (42.9)

) PR —e— 99/232 (42.7) 72/111 (64.9 —— 83/237(35.0) 50/112 (44.6)
prior treatment SD —e— 108/222 (48.6) 77/114 (67.5) —e— 93/223 (41.7) 61/115 (53.0)

Positive ~— 17/29 (58.6) 11/14 (78.6) NA* 10/29 (34.5) 6/14 (42.9)
EGFR status Negative —eo—1 i 131/315 (41.6)  112/165 (67.9) —eo— 117/317 (36.9)  80/165 (48.5)

Unknown —e—- 66/132 (50.0) 34/58 (58.6) —e— 56/130 (43.1 30/58 (51.7

>25% —— : 48115 (41.7) 31/44 (70.5 —e— 37/115 (32.2) 23/44 (52.3)
PD-L1 status <25% —e—i 85/187 (45.5) 68/105 (64.8) —e+— 74/187 (39.6) 41/105 (39.0)

Unknown e I 81/174 (46.6) 58/88 (65.9) —e— : 72/174 (41.4) 52/88 (59.1)

I T | 1 I T 1 1
0.25 0.5 1.0 2.0 0.25 0.5 1.0 20

- -

- -
L L

Durvalumab better Placebo better Durvalumab better Placebo better

*Not calculated if subgroup has <20 events; NA, not available.
Note: PFS data based on data cutoff of Feb 13, 2017, and OS data based on data cutoff of Mar 22, 2018.

1. Antonia SJ, et al. N Engl J Med. 2017;377:1919-1929.
2. Antonia SJ, et al. N Engl J Med. 2018;379:2342-2350.

Courtesy of Walter J Curran Jr, MD

Winship Cancer Institute | Emory University



Lokal Illeri KHDAK Idame Immiuinoterapi
Updates: ITT Population by BICR!

Time to Death or Distant Metastasis (TTDM) Incidence of New Lesions
Median TTDM
(95% CI) Durvalumab Placebo
. 0 months New Lesion Site* N = 476 N =237
g 097 Durvalumab  26.3 (24.0-34.9) Patients with any 107 (22.5) 80 (33.8)
g 0.8 - Placebo 16.2 (12.5-21.1) new lesion, n (%)
E 0.7 5 Lung 60 (12.6) 44 (18.6)
% 0.6 Lymph nodes 31 (6.5) 27 (11.4)
[=] -
£’ Brain' 30 (6.3) 28 (11.8)
o (0.4
g o Liver 9(1.9) 8 (3.4)
£ 0'2 Bone 8 (1.7) 7 (3.0)
| T TTDM HR = 0.53
£
8 0.1+ 95% Cl, 0.41-0.68 Adrenal 3 (0.6) 5(2.1)
0.0 — T T—T—T——T—T— Other 10 (2.1) 5(2.1)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 *A patient may have had more than one new lesion site;
No. at Risk Time from Randomization (months) fMonitoring for post-baseline CNS metastases was not specified in the

protocol; brain scans were obtained at the investigator's discretion upon

Durvalumab 476 419 357 316 259 223 194 163 129 92 46 25 1 0 suspicion of new lesions.

Placebo 237 189 139 118 95 77 64 54 39 27 12 5 0 0

1. Antonia SJ, et al. N Engl J Med. 2018;379:2342-2350. Courtesy of Walter J Curran Jr, MD
Winship Cancer Institute | Emory University



Lokal lleri KHDAK Idame Immdiinoterapi

National

Weoh'l Cancer
Network®

comprehensive NCCN Guidelines Version 5.2022
Non-Small Cell Lung Cancer

NCCN Guidelines Index
Table of Contents
Discussion

MEDIASTINAL BIOPSY
FINDINGS

T1-3, NO-1
(including T3
with multiple
nodules in

same lobe) Medically

inoperable

T1-2, T3
(other than

ResectablekP ——» |

invasive),
N2 nodes
positive, M0

T3
(invasion),

 J

N2 nodes
positive, M0

\j

INITIAL TREATMENT

Surgical resection®
+ mediastinal lymph

ADJUVANT TREATMENT

node dissection or
systematic lymph
node sampling

Treatment according to
clinical stage (NSCL-3)

Definitive concurrent

» Adjuvant Treatment (NSCL-4)

_ DurvalumabtY _ Surveillance

chemoradiation't (category 1)

or No apparent
progression

Induction

chemotherapy”2@ + RT!

Progression <

Definitive concurrent

Systemic >

" (category 1) "~ (NSCL-16)
_ « SurgerykK _ Surveillance
"« Consider RT! " (NSCL-16)

Local — RT! (if feasible) * chemotherapy”

Treatment for Metastasis
limited sites (NSCL-14) or
distant disease (NSCL-17)

_ Durvalumabtt _ Surveillance

chemoradiation't

" (category 1) ~ (NSCL-16)



Lokal Illeri KHDAK Idame Immuinoterapi

Post-hoc Efficacy Analysis: DCOS Updated Progression-Free Survival

(BICR:ITT)
No. of events / (95% Cl)
No. of patients (%) months

1.0 — Durvalumab 268/476 (56.3) 16.9 (13.0-23.9)
m Placebo 1751237 (73.8) 5.6 (4.8-7.7)
o 0.8 Stratified HR for progression or death (95% CI): 0.55 (0.45-0.68)
N
- 0.6
> .
- 39.70/0
— g 5 0 0
B sy, 35.0% 33.1%
[} . : L) : u ”_MHM-H-HHMQMH—WWH_'_H
a IA N 1 1
© 0.2 I i : = — i .
o | | 20.8% 19.9% 19.0%
0.0 T T T f T T T f T T T t T T T f T T T f T T T ]

o
-
W —
(=]
©o

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Time from randomization (months)
No. at risk

Durva. 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 85 81 78 67 57 34 22 11 5
Placebo 237 164 105 87 ©68 56 48 41 37 36 30 27 26 25 24 24 22 21 19 19 14 6 4 1 0

DCO5: January 11, 2021; median follow-up: all patients, 34.2 months [range, 0.2-74.7]; censored patients, 61.6 months [range, 0.4-74.7].
BICR = blinded independent central review; Cl = confidence interval, DCO = data cutoff, HR = hazard ratio; ITT = intent-to-treat, PFS = progression-free survival
3 Spigel DR, et al. Poster presented at: ASCO Virtual Meeting; June 4-8, 2021. Spigel DR et al. J Clin Oncol 2022;40(12):1301-1311.



2

Lokal Illeri KHDAK Idame Immuinoterapi

Post-hoc Efficacy Analysis: DCOS5 Updated Overall Survival (ITT)

Median OS
No. of events / (95% Cl)
No. of patients (%) months

1.0 -
: Durvalumab 264/476 (55.5) 47.5(38.1-52.9)
83.1%
- Placebo 1551237 (65.4) 20.1 (22.1-35.1)
E Stratified HR for death (95% Cl): 0.72 (0.59-0.89)
56.7%
49.7%

42.9%

55.3%

36.3%

S
»
!

43.6%

Probability of OS
=
|

- | | . S e
0-0 | I | I | | [ i I I I i | I | i I I I i | I I I 1
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
) Time from randomization (months)
No. at risk

Durva. 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2 O
Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 33 16 7 2 O

DCO5: January 11, 2021; median follow-up: all patients, 34.2 months [range, 0.2-74.7]; censored patients, 61.6 months [range, 0.4-74.7].

Cl = confidence interval; DCO = data cutoff; HR = hazard ratio; ITT = intention-to-treat; OS = overall survival.
Spigel DR, et al. Poster presented at: ASCO Virtual Meeting; June 4-8, 2021. Spigel DR et al. J Clin Oncol 2022;40(12):1301-1311.
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Post-hoc Efficacy Analysis: Updated PFS in Pre-specified Subgroups

PFS

No. of events / No. of patients (%

All patients 268/476 (56.3) 175/237 (73.8) 0.58 (0.48-0.70)
Sex
Male 192/334 (57.5) 122/166 (73.5) @ 0.61 (0.43-0.76)
Female 76/142 (53.5) 53/71(74.6) —e— 0.52 (0.36-0.74)
Age at randomization
<65 years 140/261 (53.6) 100/130 (76.9) @ 0.46 (0.36-0.60)
=65 years 128/215 (59.5) 75/107 (70.1) —e 0.76 (0.57-1.01)
Smoking status
Smoker 246/433 (56.8) 158/216 (73.1) @ 0.61 (0.50-0.75)
Non-smoker 22/43 (512) 17/21 (81.0) 4 0.33 (0.17-0.63)
Disease stage
A 132/252 (52.4) 95/125 (76.0) —o— 0.53 (0.40-0.69)
ns 130/212 (61.3) 77/107 (72.0) —— 0.64 (0.45-0.85)
Tumor histologic type
Squamous 138/224 (61.6) 74/102 (72.5) — 0.71 (0.54-0.94)
All other 130/252 (51.6) 101/135 (74.8) —— 0.48 (0.37-063)
Best response to prior treatment
Complete response 5/9 (55.6) 417 (571) Not calculated*
Partial response 126/237 (53.2) 85/112 (75.9) —o— 0.56 (0.43-074)
Stable disease 133/223 (59.6) 84/115 (73.0) —o— 0.57 (0.44-0.76)
Prior definitive CT
Cisplatin 146/266 (54.9) 94/129 (72.9) —e— 0.55 (0.42-0.71)
Carboplatin 114/199 (57.3) 76/102 (74.5) ——y 0.62 (0.47-0.83)
EGFR mutation status
Positive 21/29 (72.4) 11/14 (78.6) I 0.82 (0.39-1.71)
Negative 169/317 (53.3) 124/165 (75.2) [ = 0.52 (0.41-0.65)
Unknovmn 78/130 (60.0) 40/58 (69.0) —— 0.74 (0.51-1.09)
PD-L1 expression level
225% 61/115(53.0) 33/44 (75.0) —— 0.44 (0.29-0.67)
<25% 105/187 (56.1) 771105 (73.3) —.— 0.64 (0.48-0.86)
Unknown 102/174 (58.6) 65/88 (73.9) e 0.60 (0.44-0.82)
1-24% (post-hoc analysis) 50/97 (51.5) 36/47 (76.6) e 0.51 (0.33-0.78)
1% (post-hoc analysis) 111212 (52.4) 69/91 (75.8) L 0.47 (0.35-0.64)
<1% (post-hoc analysis) 55/90 (61.1) 41/58 (70.7) peooe 0.80 (0.53-1.20)
I I 1 1
DCO5: January 11, 2021; *HRs and 95% Cls were not calculated if the subgroup had <20 events _ 02 06 1 14 18

CT = chemotherapy; DCO = data cutoff, EGFR = epidermal growth factor receptor; HR = hazard ratio;
PD-L1 = programmed death ligand-1; PFS = progression-free survival,
Spigel DR, et al. Poster presented at: ASCO Virtual Meeting; June 4-8, 2021

Durva. better Placebo better -

Spigel DR et al. J Clin Oncol 2022;40(12):1301-1311.
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PACIFIC: Timing of start of durvalumab relative to CRT influences PFS

| Duvalumab | Placebo | | Unstratified hazard ratio’

No. of patients (95% CI)
Type of chemotherapy gemcitabine-based 9 5 =
Type of chemotherapy non-gemcitabine-based 467 232 —oc— 0.55 (0.45-0.68)
Cisplatin 266 129 —c— 0.51 (0.39-0.68)
Carboplatin 199 102 —c— 0.61 (0.44-0.83)
Cisplatin and carboplatin 8 5 —
Last radiation to randomization <14 days 120 62 I i 0.39 (0.26-0.58)
Last radiation to randomization = 14 days 356 175 p—o—q 0.63 (0.49-0.80)
Normal WHO performance status 234 114 —0— 0.56 (0.41-0.75)
Restricted WHO performance status 242 123 —o— 0.53 (0.40-0.71)
Asia 109 68 I | 0.51 (0.34-0.77)
Europe 217 102 p—o0— 0.62 (0.46-0.84)
North America and South America 150 67 I i 0.49 (0.33-0.73)
White 337 157 —oc— 0.58 (0.45-0.75)
Black/African-American 12 2 —
Asian 120 72 I | 0.48 (0.32-0.72)
Other 6 6 | | =
0.25 0.5 1

N

Favors durvalumab

*Defined by RECIST v1.1. THazard ratio and 95% Cl is not calculated if the subgroup level has less than 20 events. Winship Cancer Institute | Emory University
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EGFR or ALK aberration status
Positive?
Negative
Unknown
PD-L1 expression level
= 25%
< 25%
Unknown
1%-24% (post hoc analysis)
= 1% (post hoc analysis)
< 1% (post hoc analysis)

PACIFIC EGFR, ALK, and PD-L1 Subsets

17/29 (58.6)
166/317 (52.4)
81/130 (62.3)

51/115 (44.3)
111/187 (59.4)
102/174 (58.6)
52/97 (53.6)
103/212 (48.6)
59/90 (65.6)

» 0.85(0.37 to 1.97)

8/14 (57.1) :

109/165 (66.1) [T S
38/58 (65.5) } ® i
27/44 (61.4) b < {

64/105 (61.0) ; ® :
64/88 (72.7) —e—
29/47 (61.7) } ® i
56/91 (61.5) —e—i

} °

35/68 (60.3)

0.66 (0.52 to 0.84)
0.85 (0.57 to 1.24)

0.52 (0.32 to 0.82)
0.90 (0.67 to 1.23)
0.68 (0.50 to 0.93)
0.73 (0.46 to 1.14)
0.61 (0.44 to 0.85)

i 1.15(0.75 to 1.75)

02 04 06 08 10 12 14 16 18

<

Durvalumab Better Placebo Better

Ll

Spigel, JCO 2022
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PACIFIC PD-L1 Subsets

noterapi

No. of Events/ Median OS
No. of Events/ Median 0S
- s Aot IR e . % Arm Total No. of Patients (%)  (95% CI), Months
0 867% 04 6.5% Durvalumab 1031212 (48.6) 3.1 (43.7 to NE)
(95% C1, 78.9 10 91.8) Durvalumab 51115 (44.3) NR (43.7 to NE) 196% CL 81.1 10.90.5)
0.9 - - Placebo 27/44 (61.4) 21.1 (12,610 46.5) 0.9 4 s ods = Placebo 56/91 (61.5) 29.6 (17.710 44.7)
0.8 4 (64.0 10 80.4) o R (95% CI): 0.52 (002 10 082) 081 (66.2 10 78.4) A HR (95% Cl): 0.61 (0.44 to 0.85)
Z 07 H (54210 72.1) STA% o~ Z 074 {54.810 68.2) 54.9%
= I 47.6 10 6 o = 74.7% 6 g
S 06 ! i j47:0%0 000) (43.8 10 62.4) S 061 (64.2 10 82.6) it 3010568
! ;
2 051 ; ! ' H H S 05 !
2 1 1 ' ' = ' 53.7%
S 04 I 47.9% H ! ! LS 044 ' (42.6 10 63.5) !
wn ! (31,91062.2) 42.9% . " w H i 5 453% X
o 034 | i (27,510 67.4) : : &S 034 s 1 (34.6 to 65.5) 38.1% '
' ' i 35.3% 35.3% ' : H (27.910 48.3) 369%
0.2 - ' : ! (2].01049.9) (21.01049.9) 0.2 4 ' i H C (26.810 47.1)
] ' 1 L]
0.1 H H ' H H 0.1 4 ! H ' H ’
1 i ! ' i H ' ! i '
0w+ttt e
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time Since Random Assignment (months) Time Since Random Assignment (months)
No. at risk: No. at risk:
Ouvelumab 115 912 104 101 07 | @ B W W 71 W W 0 6 6 01 W T W 0B BT 0 0 Durvalumab 212 208 193 186 178 171 165 156 146 141 132 129 124 118 117 114 109 105 103 98 74 52 29 14 1 0
Placebo 44 35 34 29 27 24 22 20 19 19 18 17 17 17 16 1 14 14 14 4 M 7 4 2 1 0 Hacebns  B117% 78: 07 Bai b hh B A M, B e 4 e e D s & 40
PD-L1 >25% PD-L1>1%
1.0 4 2.1% No. of Events/ Median OS
' N s Arm Total No. of Patients (%]  (95% Cl), Months
0.9 1 Durvalumat 5990 (65.6) 331 (20.81049.4)
4 66.4%
— 08 152.4 10 77.1) Placebo 35/58 (60.3) 43027310 67.8)
Z 074 55.0% HR (95% ClI: 1.15 (0.75 t0 1.75)
= n1% (41,0 10 67.0)
8 0.6 4 (66.1 10 87.5) . )
@ '
41.4%
S 05 : = (28,1 to 54.1) 2%
= 0.4 4 : 45.0 10 65.8) ' 124.4 t0 50.0)
i ' ( 47.5% H
(38510 57.6
S 031 ' i H ; 1‘17:': ) 515 3
0.2 4 ' H ' ' 29.7%
' ' : 120.2 10 39.8;
0.1 4 ' : Il : :
1 ' 1 ' Il
0.0 +v~—r—-r—r—i—r————r—t———————————t————t———
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time Since Random Assignment (months)
No. at riskc
Durvslumsb 90 8 84 B1 72 66 58 50 48 44 43 41 38 37 35 34 33 3 27 26 B N 3 0 0 0O
Placebo 58 66 48 45 44 43 40 36 36 34 32 30 29 27 27 23 20 20 B B W4 7 5 2 0 0
PD-L1<1%

Spigel, JCO 2022
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PACIFIC EGFR Subset (post hoc)

1.0 = 96%
T 8% 0s Median OS (95% CI)
0.9 5 i Durvalumab (n=24) 46.8 (29.9, NE)
0.8 - o ! Placebo (n=11) 43.0 (14.9, NE)
: : HR (95% C|) 1.02 (0.39, 2.63)
0.7 - ! i 1 67%
2 ! 71% 1
% 0.6 - i E i .
£ 05- : : 61% — 49% 49%
- 1 | I [ 1
o ' i ] i
0.3 - i ; i 44% 36%
0.2 i ‘ i ! i
! ! : ! !
0.1 = i | ! ' |
i i = a |
0.0 LI | L 1 I 1 i 1 | | I | L 1 1 1 1 1 1 1 1
013 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
No. at risk Time from randomization (months)
0 =— 24 24232323232222201917151512121210 8 8 8 5 4 2 1 1 0
0 — 11111010 9 8 8 7 7 7 7 6 6 6 6 4 4 4 4 4 4 2 1 0 0 0

No. of evenis: durvalumab, 15/24; placebo 6/11 (maturity 60%)

Naidoo, ASCO 2022
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Chest CT scan
showing lung
abnormalities

consistent with
pneumonitis

Patient
presents with
dyspnea

Mild (Grade 1)

Asymptomatic; confined to
one lobe of the lung or
<25% of lung parenchyma;
clinical or diagnostic
observations only

* Consider holding
immunotherapy if

* Pulse oximetry (resting
and with ambulation)

* Chest CT with contrast to symptoms worsen
rule out other etiologies if

not contraindicated

* Nasal swab and PCR
studies for potential viral
pathogens

Moderate (Grade 2)

Presence of new/worsening * Sputum, blood and urine
symptoms including: culture

shortness of breath, cough,
chest pain, fever, and
increased oxygen
requirement

* Hold immunotherapy

« Consider antibiotics if
infection not excluded

« Consider patient may be
immunocompromised

* Prednisone/
methylprednisone

« Infection panel testing 1-2 mg/kg/day

» Consider bronchoscopy
with bronchoalveolar
lavage to rule out infection
and malignant lung
infiltration

Severe (Grade 3/4)

Severe symptoms involve
all lung lobes or >50% of
lung parenchyma, limiting
self-care ADLs

immunotherapy

* Pulmonary and infectious
disease consultation
(consider pulmonary
function tests)

« Consider empiric
antibiotics if infection
has not yet been fully
excluded

* Methylprednisone
1-2 mg/kg/day

Naidoo J. Clin Lung Cancer 2020:21(5):e435-e444

* Permanently discontinue

» Reassess in 1-2 weeks

» Consider repeat chest
CT in 4 weeks or as
clinically indicated for
worsening symptoms

* If no improvement after
48-72 hours, treat as
grade 3

* Treat until symptoms
improve to grade <1
then taper over
4-6 weeks

» Monitor every 3-7 days

» Assess response within
48 hours and plan taper
over 26 weeks

« Consider addition
of infliximab?,
mycophenolate mofetil*
or IV immunoglobulin$

Winship Cancer Institute | Emory University
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COAST: An Open-Label, Phase I, Multidrug

- Platform Study of Durvalumab Alone or in
_Combination With Oleclumab or Monalizumab
in Patients With Unresectable, Stage lli
Non-Small-Cell Lung Cancer

Roy S. Herbst, MD, PhD?; Margarita Majem, MD, PhD?; Fabrice Barlesi, MD, PhD?; Enric Carcereny, MD*; Quincy Chu, MD%;
Isabelle Monnet, MD, PhD¢; Alfredo Sanchez-Hernandez, MD?; Shaker Dakhil, MD2; D. Ross Camidge, MD, PhD®; Leanne Winzer, MSc'?;

eUISLIO @

syrodoua |

Yee Soo-Hoo, MPH!!; Zachary A. Cooper, PhD!!; Rakesh Kumar, MD, PhD!?; John Bothos, PhD!!; Charu Aggarwal, MD, MPH'?; and
Alex Martinez-Marti, MD*3

Herbst RS et al. J Clin Oncol 2022;[Online ahead of print].
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COAST (Phase 2, Open Label): Durvalumab + Novel Agents in Patients with

Locally Advanced, Unresectable,

Key eligibility criteria
+ Locally advanced,
unresectable, Stage
I NSCLC
No progression after
prior cCRT
ECOGPSOoril

1-42 days
post cCRT

Stratification factors

= Histology (adenocarcinoma vs non-
adenocarcinoma)

Stage [l NSCLC

Study treatment up to 12 months
Control
durvalumab 1500 mg IV
monotherapy Q4W
{(n=66)

Durvalumab 1500 mg IV Q4W +
oleclumab? 3000 mg IV
(n=59)

Durvalumab 1500 mg IV Q4W +

== 4 monalizumab 750 mg IV Q2W
{(n=61)

Primary endpoint
= ORRP

Key secondary endpoints
* Safety

* DOR

* DCR

* PFSP

= 0S5

* PK

* Immunogenicity

Monalizumab is a humanized IgG4 that inhibits NKG2A, an inhibitory cell surface receptor
covalently bound to CD94, and expressed on tumor infiltrating NK cells and CD8 + T cells, which

interacts with HLA-E

Oleclumab is a mAb that binds to CD73 and inhibits production of immunosuppressive adenosine

Data cutoff May 17, 2021; all patients had 210 months potential follow-up and median follow-up was 11.5 months (range 0.4—-23.4; all patients).
a0leclumab Q2W for cycles 1 and 2 then Q4W; PInvestigator assessment by RECIST v1.1. cCRT, concurrent chemoradiotherapy; DCR, disease control rate; DOR, duration of
response; ECOG PS, Eastern Cooperative Oncology Group performance status; NK, natural killer; ORR, objective response rate; PK, pharmacokinetics.

Martinez-Marti A et al. ESMO 2021;Abstract LBA42. Herbst RA et al. JCO 2022.

Courtesy of Heather Wakelee, MD, FASCO
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COAST: Progression-Free Survival

No. of Events/ Median PFS,
Total No. of Months 12-Month PFS
Treatment Arm Patients (%) (95% CI)? Rate, % (95% CI) HR, % (95% CIb.c
1.0 - Durvalumab + monalizumab 21/62 (33.9) 15.1(13.6to NE)  72.7 (58.8 to 82.8) 0.42 (0.24 to 0.72)
Durvalumab + oleclumab 22/60 (36.7) NR (10.4 to NE) 62.6 (48.110 74.2) 0.44 (0.26 to 0.75)
0.9 4 Durvalumab 38/67 (56.7) 6.3(3.7t011.2)  33.9(21.21t0 47.1) -
0.8 -
= 0.7
=
2 0.6
-c ] L L L /
[ T 14 Ld 1
E 05 T [ ]
o T 1 7
o 0.4 +
L
n— 0.3 = I I ] I J _J
1 T 7 w7 T T 1.1
1
0.2 4 :
1
0.1 1 1
1
|
T T T T T T T Ll L] T
0 2 4 6 8 10 12 14 16 18 20
Time Since Random Assignment (months)
No. at risk:
Durvalumab + monalizumab 62 55 46 44 41 35 25 11 1
Durvalumab + oleclumab 60 49 46 40 37 30 22 13 9 0
Durvalumab 67 50 32 27 20 16 13 9 7 0

Herbst RS et al. J Clin Oncol 2022;[Online ahead of print].
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Nivolumab +/- Ipilimumab after ChemoRT

Concurrent Chemoradiation
Platinum Doublet Chemotherapy

PLUS

Radiation (Dose 59.4-66.6 Gy)

1

Subjects that have completed chemotherapy/radiation will have radiology
scans within 56 days of completing treatment

OR
Subjects that have completed up to 2 cycles of consolidation therapy will
have radiology scans within 56 days of completing treatment

z

Stable Disease or Response (PR, CR) Progressive Disease :
Completion of eligibility Not Eligible
requirements and study registration ,

I

Randomization 1:1
Subjects will be stratified by:
e stage (IIIA vs. IIIB) and
e histology (SqCC vs. non-SqCC vs. NOS)

N

Arm1 1m 2
Nivolumab Nivolumab 240mg IV every 2 weeks
480mg IV every PLUS
4 weeks for up Ipilimumab 1mg/kg IV every 6 weeks
to 6 cycles for up to 4 cycles (12 doses Nivolumab and 4 doses of Ipilimumab)

Durm, ASCO 2022
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Nivolumab +/- Ipilimumab after ChemoRT
|| Nivolumab Alone (N=54) | Nivolumab/pilimumab (N=51)

Any Treatment-Related AE (TRAE), n (%) 39 (72.2) 41 (80.4)
Any Grade >3 AE, n (%)* 21(38.9) 27(52.9)
Any Grade >3 TRAE, n (%) 10 (18.5) 14 (27.5)
TRAE Occurring in > 10% Pts, n (%)
Fatigue 17 (31.5) 16 (31.4)
Dyspnea 8 (14.8) 10 (19.6)
Rash 9 (16.7) 8 (15.7)
Hypothyroidism 7(13) 8 (15.7)
Diarrhea 4(7.4) 10 (19.6)
Pruritus 5(9.3) 9(17.7)
Arthralgia 23.7 6 (11.8)
Nausea 2(3.7) 6 (11.8)
Pneumonitis
Grade >2 12 (22.2) 16 (31.4)
Grade 3 (no Gr 4/5 pneumonitis) 5(9.3) 9 (17.6)
Median time to Gr 22 Pneum, mo. (range) 11.9 (4.1-36.6) 7.3 (1.3-36.9)

Durm, ASCO 2022
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Nivolumab +/- Ipilimumab after ChemoRT

Median F/u, months (range)
Progression Free Survival*
18- Month (95% CI)
P-value
Median, months (95% CI)
Overall Survival
18- Month (95% CI)
24- Month (95% CI)
Median, months (95% CI)

Nivolumab Alone (N=52)
27.7 (2-44.2)

63.7 (47.3-76.2)
<0.1
25.8 (16.5-NR)

82.7 (69.2-90.6)
71.7 (63.1-87.1)
NR (NR-NR)

Nivolumab/Ipilimumab (N= 47)

29.2 (3.2-46.8)

67.6 (51.4-79.5)
<0.1
25.4 (18.6-NR)

85.7(72.3-92.9)

80.6 (65.8-89.5)
NR (28.1-NR)

Durm, ASCO 2022
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PACIFIC 2: A Phase Il Study of Durvalumab Given Concurrently With
Platinum-based Chemo-RT for Patients With Stage 11l NSCLC

For subjects with

Study Population SD, PR, CR

Patients with unresectable, Durvalumab 1500 mg Q4W + CRT Durvalumab
Stage Il NSCLC n =200 1500 mg Q4W Treat
All-comers to

(PD-L‘tI_ G;xpression- progression
agnostic

Randomized N = 300 patients - -
+ Early IDMC safety assessment in first 15 and 60 TOTAL subjects (CRT+28 days)
In Japan, assessment after first 9 TOTAL subjects (CRT+28 days)

Stratification
 Age (<65 yr, 265 yr)

. Stage (llIA vs IlIB/C)

Courtesy of Walter J Curran Jr, MD

1. https://clinicaltrials.gov/ct2/show/NCT03519971 Winship Cancer Institute | Emory University
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Ongoing Phase Il KEYNOTE-799 Trial Design

tudy Design Primary Objectives
Nonrandomized, open-label study * ORR per RECIST version 1.1 by BICR
Choice of chemotherapy per investigator * Percentage of patients who develop grade 23 pneumonitis
Nonsquamous NSCLC patients eligible for cohort A or B Secondary Objectives
Squamous NSCLC patients eligible for cohort A only * PFS, OS, safety
Cohort A fully accrued at data cutoff; cohort B is still accruing

COHORT A (Squamous and nonsquamous NSCLC)

Pembrolizumab Pembrolizumab 200 mg

- 200 mg Q3W Q3w
Study Population = + Pembrolizumab

* Age 218 years Paclitaxel Paclitaxel 45 mg/m2 QW / 200 mg Q3WP
« Stage IlIA-C, unresectable, locally 200 mg/m? Q3W / Carboplatin AUC2 QW /

advanced, pathologically confirmed, Carboplatin AUCE Q3W Thoracic radiotherapy®

previously untreated NSCLC < '
» Measurable disease based on , Cycles 2-3 Cycles 4-17

RECIST v1.1 » . Pembrolizumab 200 mg
« ECOG performance status 0 or 1 Hanlop i byl Q3w

» Adequate pulmonary function < +

g . 5 ¥ 2 Pembrolizumab
+ No prior systemic immunosuppressive Pemetrexed Pemetreg: WS(/)O mg/m 200 mg Q3W?

e 2
therapy within 7 days y - 5&(:"r:1%mm c;g‘vzvclnw Cisplatin 75 mg/m? Q3W /
P g Thoracic radiotherapy?

COHORT B (Nonsquamous NSCLC only)
360 Gy in 30 daily 2-Gy fractions.

bTreatment will continue until cycle 17 is completed or until documented disease progression, unacceptable AEs, intercurrent iliness that prevents further administration of treatment, or
study withdrawal. Pembrolizumab therapy will be discontinued permanently in patients who develop grade 23 or recurrent grade 2 pneumonitis.

Jabbour SK et al. ASCO 2020;Abstract 9008.
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KEYNOTE-799: Baseline Characteristics
All Treated Patients

Cohort A Cohort B
(N=112) (N=73)

Age, median (range), y 66.0 (46-90) 64.0 (35-78)

(
Men, n (%) 76 (67.9) 40 (54.8)
ECOG PS 1, n (%) 61 (54.5) 34 (46.6)
(
(

Squamous, n (%) 73 (65.2) 0

Nonsquamous, n (%) 39 (34.8) 73 (100)
Former/current smoker, n (%) 106 (94.6) 70 (95.9)
PD-L1 TPS 21% 66 (58.9) 30 (41.1)

TPS, tumor proportion score.
Data cutoff date: January 3, 2020.

Jabbour SK et al. ASCO 2020;Abstract 9008.
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KEYNOTE-799: ORR and Duration of Response

Cohort A Cohort B
(N=112) (N = 53)

ORR, n (%) [90% CI] 75 (67.0) [58.9-74.3] 30 (56.6) [44.4-68.2]
CR 3 (

PR 72 (

SD, n (%) 23 (
1(

3(

Pts with 215 wks follow-up

2.7) 2 (3.8)
64.3) 28 (52.8)
20.5) 18 (34.0)
PD, n (%) 0.9) 0
Not evaluable, n (%) 2.7) 0
No assessment, n (%) 10 (8.9) 5(9.4)
Duration of response, median (range),2 mo NR (1.6+ to 10.5+) NR (1.7+ to 10.5+)
Response duration 26 mo,2 n (%) 30 (91.1) 9 (100)
6-mo PFS rate,2 % 81.4 85.2
6-mo OS rate,@ % 87.2 94.8

9
7

aKaplan-Meier estimate. “+" indicates there is no progressive diseaseby the time of |last disease assessment.
Data cutoff date: January 3, 2020.

Jabbour SK et al. ASCO 2020;Abstract 9008.



Lokal Ileri KHDAK Eszamanli Imminoterapi

KEYNOTE-799: Incidence of Grade 23 Pneumonitis (Safety)

Cohort A Cohort B
(N =112) (N=73)

Grade 23 pneumonitis (all cause),? n (%) [90% CI] 9 (8.0) [4.3-13.6] 4 (5.5) [1.9-12.1]

Treatment-related adverse events 105 (93.8) 64 (87.7)
Grades 3-5 72 (64.3) 30 (41.1)
Led to death 42 (3.6) 0
Led to discontinuation of any treatment component 32 (28.6) 9(12.3)

Immune-mediated adverse events and infusion reactions 53 (47.3) 20 (27 .4)
Grades 3-5 17 (15.2) 6 (8.2)
Led to death 4 (3.6) 0

2Four (3.6%) patients in cohort A and none in cohort B had treatment-related grade 5 pneumonitis.
Data cutoff date: January 3, 2020.

Jabbour SK et al. ASCO 2020;Abstract 9008.
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KEYNOTE-799: Conclusions

* Pembrolizumab plus CCRT shows promising antitumor activity in patients
with unresectable, locally advanced stage [l NSCLC
- ORR in both cohorts exceeded 50%
— Estimated response duration was 26 months for most patients with a
response

* Incidence of adverse events among patients who received pembrolizumab

plus CCRT was consistent with the established toxicity profiles of CCRT for
stage Il NSCLC'" and pembrolizumab monotherapy?
— Incidence of grade 23 pneumonitis was 8.0% in cohort Aand 5.5% in
cohort B
- Observed rates of grade 23 pneumonitis were within the expected
range for immunotherapy combined with CCRT3

1. Yoon SM, World J Clin Oncol 2017;8:1-20.2. Mok T, et al. Lancet2019;393:1819-1830. 3. Peters S, et al. Lung Cancer2019;133:83-87.

Jabbour SK et al. ASCO 2020;Abstract 9008.




Figure 4. Patient-specific changes in ctDNA levels in response to treatment
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Figure 4. For stage |-l NSCLC patients undergoing RT+/~ chemotherapy, ctDNA serves as a prognostic biomarker
for disease progression. A. ctDNA clearance indicates response to RT+/- chemotherapy. B-D. ctDNA detection at
the end of treatment or during follow-up period precedes radiographic disease recurrence. RT: radiotherapy: ICI:

immune checkpoint inhibitors.
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ctDNA detection in patients with stage I-Ill NSCLC undergoing definitive
RT +/- chemotherapy/immunotherapy is feasible and showed a baseline
detection rate of 82%.

Post-definitive RT ctDNA status is highly prognostic of DRFS at
single time point (HR=19.9; p=0.007) and longitudinally (p=0.0002;
sensitivity=100%, specificity=100%).

ctDNA can detect disease progression with an average lead-time of
5.4 months over radiographic imaging. WWhen monitored serially, ctDNA
detection at any time point is a predictor of recurrence and can identify
patients who may benefit from treatment intensification.

In univariate and multivariate analyses, ctDNA detection at post-RT time
point was a strong prognostic factor associated with DRFS.

Lebow, ASCO 2022



Lokal lleri KHDAK Devam Eden Calismalar

Ongoing Phase Ill Trials in Unresectable NSCLC

NCT03521154 (LAU RA)
Osimertinib after ChemoRT in EGFRm

NCT04513925 (SKYSCRAPER-03)
Atezolizumab + Tiragolumab (Anti-TIGIT Ab) v. Durvalumab after ChemoRT

NCT04951635
Almonertinib (3"9-Gen EGFR Inhibitor) after ChemoRT in EGFRm

NCT05221840 (PACIFIC-9)

Oleclumab (Anti-CD73 Ab) + Durvalumab v. Monalizumab (NKG2A Ab) + Durvalumab
after ChemoRT

NCT03519971

Concurrent Durvalumab and ChemoRT



Lokal lleri KHDAK Devam Eden Calismalar

Ongoing Phase lll Trials in Unresectable NSCLC

* NCT05211895 (PACIFIC-8)
Durvalumab + Domvanalimab (Anti-TIGIT Ab) after ChemoRT

* NCT04866017

Tislelizumab (Anti-PD1) + Ociperlimab (Anti-TIGIT Ab) v. Tislelizumab v.
Durvalumab after ChemoRT

* NCT04380636 (KEYLYNK-012)

Pembrolizumab + Concurrent ChemoRT followed by Pembrolizumab +/-
Olaparib



Sonucg

dNeoadjuvan KT+imm{inoterpi ile daha iyi MRR
dLokal iler KHDAK es zamanli KRT sonrasi Durvalumab idame tedavi standart

JEGFR mutant hastalarda idame tedavi icin devam eden calisma sonuclari
gosterecek

Es zamanl RT+immiinoterapi calisma sonuclari beklemek lazim

JCok sayida devam eden hedefe yonelik ve immiinoterapi
neoadjuvan/adjuvan/idame ve es zamanli calismalar devam ediyor



