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* Tek basina cerrahi rezeksiyon ile erken evre akciger kanserlerinde kiir sansi az, 5 yillik

rekdrenssiz sagkalim orani genellikle disukttr

* Rekirensler genelde uzak metastazlar seklinde izlenir
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Mountain CF, McMurtrey MJ, Frazier OH. Currentresults of surgicaltreatmentforlung cancer. Cancer
Bull 1980:;32:105-108

Overall survival by pathologic stage according to the seventh edition (A) and the eighth edition
(B) groupings using the entire database available for the eighth edition.




Pratik degistirenler

Overall Survival
5-Year Survival
ear Suvial % | Yagard Ratio

Trials No. Patients | Stage | Chemotherapy | Chemotherapy | Control |  (95% CI) | P Value | Ref,

|ALT 1867 Al Cis/Vinca 445 404 0.86 (0.76-0.98) | < .03 3

JBR.10 482 IB-l CisVino 69 5 0.69 (0.52-0.91) 04 d

ANITA 840 1B-IA CisVino 51.2 426 0.80 (0.66-0.96) 02 6

LACE meta-analysis 4584 HIIA Cisplatin-based 48.8 435 0.89 (0.82-0.96) 004 10
Abbreviations: ANITA = Adjuvant Navelbine International Trialist Association; Cl = confidence interval, Cis = cisplatin; IALT = International Adjuvant Lung Cancer Trial; LACE = Lung Adjuvant
Cisplatin Evaluation; Ref. = reference; Vinca = Vinca Akaloid; Vino = vinorelbine.




Hedefe Yonelim - Immunoterapi

Trials

PEARLS
BR31
IMpower010
ANVIL

Drug
Pembrolizumab
Durvalumab
Atezolizumab
Nivolumab

No. Patients

1380
1360
1127
714

Stage
B-IIIA
B-IlIA
B-IIIA
B-IIIA

Primary Endpoint
DFS
DFS
DFS
OS/DFS

NCT Number

NCT02504372
NCT02273375
NCT02486718
NCT02595944

Ref.

49
50
51

52

Abbreviations: DFS = disease-free survival; NCT = National Clinical Trials; 0OS = overall survival; Ref. = reference.




IMpower010: study design

No crossover

- "y Atezolizumab
Completely resected Cisplatin + 1200 mg q21d
stage IB-IlIA NSCLC pemetrexed, 16 cycles
per UICC/AJCC v7 gemcitabine, Survival
—— docetaxel or foll
Stage IB tumors 24 cm idneralbine QU
ECOG 0-1
Lobectomy/pneumonectomy \ 1-4 cycles /
Tumor tissue for PD-L1 analysis
N=1280
Stratification factors Primary endpoints Key secondary endpoints
- Male/female + Investigator-assessed DFS tested « OSinITT population
- Stage (IB vs Il vs IlIA) hierarchically: « DFSin PD-L1 TC =250% (per SP263)
- Histology « PD-L1TC 21% (per SP263) stage II-IlIA population
« PD-L1 tumor expression status®: stage Il-IlIA population - 3-y and 5-y DFS in all 3 populations
TC2/3 and any IC vs TCO0/1 and - All-randomized stage II-IlIA population
IC2/3 vs TCO/1 and 1C0/1 . ITT population (stage IB-IIIA)
Both arms included observation and regular scans for disease recurrence on the same schedule.
ECOG, Eastern Cooperative Oncology Group; IC, tumor-infiltrating immune cells; ITT, intent to treat; TC, tumor cells. 2 Per SP142 assay. 3
Presented By: R;-p:?vztrr(l)?;)p]hgﬁ;efsawsis #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCOQ
https://bit.ly/33t6JJP Permission required for reuse. ANNUAL MEETING



Table §1: Overview of chemotherapy cyeles by treatment arm

PD-L1 TC=1% (SP263) All Randomised ITT
(stage II-11IA) (stage 1I-I11A) (stage IB-111A)
No. of Atezolizumab BSC Atezolizumab BSC Atezolizumab BSC
cycles (n = 248) (n=228) (n=442) (n = 440) (n=3507) (n=498)
| 1 {<1%) L1 {5%) 6 (1%) 14 (3%) T(1%) 14 (3%)
2 8 (3%) L1 {5%) 18 (4%) 19 (4%) 22 (4%) 22 (4%)
3 28(11%) 18 (7.9%) 40 (9%) 35 (8%) 42 (8%) 39 (8%)
4 211 (85%) 188 (83%) 378 (86%) 372(85%) 436 (86%) 423 (85%)
Data are n (%),

BSC, best supportive care; ITT, intent-to-treat,




IMpower010: DFS in the PD-L1 TC 21%?2
stage lI-lllIA population (primary endpoint)

Atezolizumab
(n=248)

BSC
(n=228)

Median DFS (95% Cl), mo

NE (36.1, NE) | 35.3 (29.0, NE)

60.0%

Stratified HR (95% Cl)
P value®

0.004¢

0.66 (0.50, 0.88)

148.2%
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PD-L1status by SP263
TC<1%

Clinical cutoff: Ja

Presented By: ||

Months

181/383
248/476
133/247
115/229

24 27 30 33 36 39 42 45 48 51 54

361 (30-2-NE)

NE (36-1-

NE)

328 (29-4-NE)

NE (42-3-

NE)

stage IlI-llIA population (primary endpoint)

70.2%

Median follow-up: 32.8 mo (range, 0.1-57.5)

202/383
228/476
114/247
114/229

Atezolizumab
(n=442)

BSC
(n=440)

Median DFS (95% Cl), mo

42.3 (36.0, NE) | 35.3 (30.4, 46.4)

Stratified HR (95% Cl)

0.79 (0.64, 0.96)

P value?

0.02°

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

00+
:\: 804
®
e
2 60+
3
o |
g
&
< 40-
7]
©
@
&2
o 20
04
No. at risk

Months

Atezolizumab 442 418 384 367 352 337 319 305 269 225 185120 84 48 34 16 11 5 3
BSC 440 412 366 331 314 292277 263 230 182 146102 71 35 22 10 8 4 3

Dr. Heather A. Wakelee
Presented By: IMpower010 Interim Analysis
https://bit.ly/33t6JJP

Clinical cutoff: January 21, 2021. = Stratified log-rank.  Crossed the significance boundary for DFS.

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.

Permission required for reuse.

Median follow-up: 32.2 mo (range, 0-57.5)
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IMpower010: DFS in key subgroups of the
all-randomized stage II-lllA population

Subgroup N HR (95% CI)® Subgroup N HR (95% CI)*

37-0(28-6-NE) 0-97 (0-72-1:31)
35-3 (29-0-NE) 0-66 (0-49-0-87)
31-4 (24-0-NE) 0-87 (0-60-126)
357 (29-7-NE) 0-43 (0-27-0-68)

3
Previous 547 - 0.62 (0.47,0.81) No 469 20 0.79/0:50,1:05)
Unknown 310 —— 0.70 (0.49, 1.01)
Current 139 g 1.01(0.58, 1.75)
Histology ALK rearrangement status
1 R 1.04 (0.38, 2.
Squamous 294 gl 0.80 (0.54, 1.18) Yes 3 04(0.88,2,90)
No 507 —— 0.85(0.66, 1.10)
Non-squamous 588 — 0.78 (0.61,0.99)
Unknown 344 . 0.66 (0.46, 0.93)
01 10 10.0 : . it : :
HR 01 1.0 10.0
Atezolizumab better BSC better R
Clinical cutoff: January 21, 2021. * Stratified for all patients; unstratified for all other subgroups. Aezolizumabfetier: WSC e 9
Dr. Heather A. Wakelee ¥
Presented By: IMpower010 Interim Analysis #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
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Genel Sagkalim

EVRE 2 - 3A

PD-L1 > %1

EVRE 2 - 3A

EVRE 2 - 3A

PD-L1 > % 50

c Events, Patients, n Median overall survival, HR (95% CIf F D Events, Patients, n Median overall survival, HR (95% CIp
n (%) months (95% CI) Events, Patients, n Median overall survival, HR (95% CI)* n (%) months (95% CI)
— i nths (85% CI
Mezolzumet group sz 2 NE (NE) [ ) ;‘B":” — = 545( = ) — Atszolizuma group w8 115 NE (NE) 043026073
— Best supporiive care group 64 (28.1) 228 NE (NE) p=0.067 - man amep e cona 0.85 (0.59-1.54); — Best supportive care group 32 (28.1) 114 NE (NE) peoo0s
— Bestsupporiive care group 32 (28.1) 114 NE (NE) P=0845 .
100 82.1% (95% CI 77.3% to 87.0%) : . 100 4 89.1% (95% CI 83.3% to 94.9%)
| T 80.1% (95% Cl 72.5% to 87.7%) |
! ! 85.2% (95% C1 78.4% to 91.9%)
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E | 60 ! E 60
g ! z | L 4
@ i 4 i a
? a0 1 3 ! ;
4 ] = ] 40 4
g ; 5 40+ ! g
[} @
| 3 ! <]
I I
20 -| ! I |
| 204 | 2
1 1
1 1
; |
04 ! I 04
LN BN R S B B B S S B RN N R B B B B B S B N N R R 04 ! T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 fIJéésll1|21'5.1'52'12:12‘73}.1:;'3563‘91;2436:5515115‘76‘053&6597:2 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Number at risk Time since randomisation (months) . . N
tnmi:“mmr:i] Number at risk Time since randomisation (months) (nuw:n;’;'; Time since randomisation (months)
Atezoiizumab 248 241 241 237 234 231 225 222 218 210 208 200 195 190 172 140 116 83 56 37 23 12 5 3 NE (number censored) Atezolizumab 115 113 113 113 112 112 110 100 107 104 104 101 98 95 91 77 64 45 36 23 16 7 2 1 NE
5 5 @ (6 10) (10) (1) (28 (83) (116)(142) (160)(174)(185)(191)(193) (NE) Mezolizumab 133 128 128 124 122 119 115 113 111 106 104 99 97 95 81 63 52 38 20 14 7 5 3 NE
‘ GO e nE Mmoo 6 e E BT e DOO6E66 0 66 6 6 66 6 e 6 6N @ @ @ @ e W e )6 666 @ @8 ) 6 (76 ) @2 6 08 068
Bestsupportive care 228 220 214 210 205 201 198 192 185 180 172 167 166 158 140 110 65 72 49 27 15 8 7 4 NE Best wecars 114 108 106 104 100 100 99 56 93 % BY 83 8 70 69 & 45 3 23 13 7 4 4 2 N Best supportive care 114 112 108 106 105 101 99 96 92 85 85 B4 83 79 71 57 49 39 26 14 8 4 3 2 NE
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PEARLS/KEYNOTE-091 Study Design
Randomized, Triple-Blind, Phase 3 Trial

Eligibility for Registration Eligibility for Randomization

» Confirmed stage IB (T 24 cm), PD-L1 testing ¥ No eVidonce of disoace Pembrolizumab 200 mg Q3W

. ot in Gl
Il or IIANSCLC perAJCCv7 | donecentalyusing | £ pg .o 1 for =18 administrations (=111

« Complete surgical resection with 22C3 pharmDx « Adjuvant chemotherapy

negative margins (RO) « Considered for stage IB
* Provision of tumor tissue for (T 24 cm) disease
PD-L1 testing « Strongly recommended for Placebo Q3W
stage Il and [lIA disease
* Limited to =4 cycles

for =18 administrations (~1 yr)

Stratification Factors Dual Primary End Points Secondary End Points
* Disease stage (IB vs Il vs IIIA) * DFS in the overall population * DFS in the PD-L1 TPS 21% population
* PD-L1 TPS (<1% vs 1-49% vs =50%) * DFS in the PD-L1 TPS =250% * OS in the overall, PD-L1 TPS =50%, and
« Receipt of adjuvant chemotherapy (yes vs no) population PD-L1 TPS 21% populations
» Geographic region (Asia vs Eastern Europe vs * Lung cancer-specific survival in the
Western Europe vs rest of world) overall population
« Safety

Es Mo v l RTUAI- PLE NARY ClinicalTrials.gov number, NCT02504372.

_



Baseline Characteristics, Overall Population

Age, median (range)
Male
Geographic region
Asia
Eastern Europe
Western Europe
Rest of world
ECOGPS 1
Current/former smoker
EGFR mutation?

ALK translocation®

Pembrolizumab

(N = 590)
65y (31-87)
401 (68.0%)

106 (18.0%)
116 (19.7%)
303 (51.4%)
65 (11.0%)
210 (35.6%)
503 (85.3%)
39 (6.6%)
7 (1.2%)

Placebo
(N = 587)

85 y (37-85)
403 (68.7%)

105 (17.9%)
113 (19.3%)
301 (51.3%)
68 (11.6%)
244 (41.6%)
521 (88.8%)
34 (5.8%)
7 (1.2%)

8 EGFR status unknown for 333 (56.4%) in pembro arm and 337 (57 4%)in placebo arm.
b ALK status unknown for 357 (60.5%) in pembro arm and 390 (66.4%)in placebo arm.

ESMO VIRTUAL PLENARY

L ——

Data cutoff date: September 20, 2021

Pembrolizumab
(N =590)

Nonsquamous histology 398 (67.9%)
Pathologic stage®

1B 84 (14.2%)

I 329 (55.8%)

1A 177 (30.0%)
Received adjuvant chemotherapy

Yes 506 (85.8%)

No 84 (14.2%)
PD-L1 TPS

<1% 233 (39.5%)

1-49% 189 (32.0%)

250% 168 (28.5%)

£2 (0.3%) participants in the placebo group had stage IV disease.

Placebo
(N =587)

363 (61.8%)

85 (14.5%)
338 (57.6%)
162 (27.6%)

504 (85.9%)
83 (14.1%)

232 (39.5%)
190 (32.4%)
165 (28.1%)



DFS, Overall Population DFS, PD-L1 TPS 250% Population

904 73.4% 90+ .7%
80 5 No that difference! ) > 702%
70- " 70- ‘
2 604 s 60
5 5- 5 -
S 401 S 40-
20- P=0.0014 ' 20 = P=0.14
104 : 104
0 T T i T T T T T T T 0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 3 ¥ 42 48 54 60
No. at risk Months No. atrisk Months
590 493 43 358 264 185 82 70 28 16 1 168 145 126 99 69 50 % 2 7 4 0

587 493 409 326 41 160 72 57 2 18 1 165 140 121 100 75 54 28 2 8 6 1




DFS in Key Subgroups, Overall Population

Subgroup No. Events/ Hazard Ratio (95% Cl) Subgroup No. Events/ Hazard Ratio (95% Cl)
No. Participants _ No. Participants )
Overall ATHTT - 0.76 (0.63-0.91) Overall 472177 - 0.76 (0.63-0.91)
Age : Pathologic stage
<55 years 213/558 —— 0.73 (0.56-0.96) IB 46/169 e 0.76 (0.43-1.37)
>B5 years 253619 - 0.84 (0.66-1.07) I 245/567 —— 0.70 (0.55-0.91)
Sex : A 1781339 . 0.92 (0.69-1.24)
Female 1581373 —— 0.73 (0.54-1.00) Keceived adjuvant chemotherapy :
Male 314804 . 0.81 (0.65-1.01) Mo 64167 — . 1.25(0.76-2.05)
Geographic region Yes 4081010 - 0.73 (0.60-0.89)
Asia 96/211 —— 0.74 (0.49-1.10) Histology
Eastem Europe 90/229 . 0.84 (0.56-1.27) Nonsquamous 330751 — 0.67 (0.54-0.83)
Westem Europe 2450504 - 0.7 (0.60-1.00) Squamous 142416 —— 1.04 {0.75-1.45)
Rest of world 41133 — - 0.74 (0.40-1.39) PD-L1 TPS :
ECOG performance stafus <1% 1950485 —— 0.78 {0.58-1.03)
0 288723 — 0.78 (0.62-0.99) 1-49% 160/279 ——: 0.67 (0.48-0.92)
1 1841454 — 0.79 (0.59-1.06) 250% 117/333 —ei 0.82 (0.57-1.18)
Smoking status EGFR mutation :
Curent 53185 ——4—— 0.42 (0.23-0.77) No 186/434 . 0.78 (0.59-1.05)
Former 340/359 .- 0.84 (0.68-1.04) Yes A3 ———— 0.44{0.23-0.84)
Never 79153 —— 0.72(0.47-1.13) Unknown 246/670 . 0.2 (0.63-1.06)
02 05 1 2 5 02 05 1 2 5
-t - -t -
Pembrolizumab Placebo Pembrolizumab Placebo
Better Better Better Better

ESMO VIRTUAL PLENARY  Srsssesssctie ReosT bt mesisrreren e preitn o ey 0 ke




0S, Overall Population A

Median, mo
Event (95% ClI)
100 Pembrolizumab 16.6% NR (NR-NR) |
90- Placebo 18.9% NR (NR-NR)
80+ 18-mo rate .
70- 91.7% o YT
91.3% HR 0.87 (95% Cl, 0.67-1.195)
% P=017
] 904
404
30
204
10+
0 1 1 1 T T T T T T T 1

0 6 12 18 24 30 36 42 48 54 60 66 72

No. at risk Months
500 572 548 520 419 38 2% 143 83 52 23 0
587 582 556 524 420 09 213 135 78 44 16 1 0

ESMO VIRTUAI- PLENARY Data cutoff date: September 20, 2021



EGFRm KHDAK'de Adjuvan EGFR-TK!'ler icin Randomize
Calismalardan Elde Edilen Guncel Kanitlar: Daha lyi DFS,
Ancak Simdiye Kadar GS Yarari Yok

6 randomize ¢alismanin meta analizi (n=1860; EGFRm ile n=599)
EGFRm KHDAK'de DFS

Tehlike orani Tehlike orani

Calisma veya alt grup  Agirlik, % IV, rastgele %95 GA IV, rastgele %95 GA
BR.1 6.8 1.84 [0.44, 7.73]
ADJUVANT / 31.6 0.60 [0.42, 0.87] —i—
EVANG1104 19.4 0.27 [0.14, 0.53] ——
PC-Gefitinib 15.2 0.37 [0.16, 0.85] —_——
RADIANT 271 0.61 [0.38, 0.98] —i—

Toplam (%95 %100. 0.52 [0.35, 0.78] <o

GA) 2= 9452 : . . .

p=0.002 0.01 0.1 1 10 100
EGFRm KHDAK'de GS TKi lehine Kontrol lehine

HR 0.64 (%95 GA 0.22, 1.89)

Hastalik rekiirrensi riskinde azalma, adjuvan EGFR-TKI tedavisinin zamanlamasi/siralamasina gore farklilik
gOstermistir:

+ Kemoterapiye kiyasla adjuvan EGFR-TKI: %57

« Adjuvan kemoterapi sonrasi (verilmigse) EGFR-TKI: %38

GS verileri olgunlagmamistir ve daha uzun sureli takip gereklidir.

GA = giiven aralig); DFS = hastaliksiz sagkalim; EGFRm = epidermal biiylime faktérii reseptérii mutasyonu pozitif; EGFR-TKI = epidermal bilyiime faktérii reseptéri tirozin kinaz inhibitéri; HR = tehlike orani; KHDAK = kiigiik
hucreli digi akciger kanseri; GS = genel sagkalim.

Raphael J et al. Am J Clin Oncol. 2019;42:440-445.



ADAURA Phase lll study design

Patients with completely resected
stage* IB, II, IIIA NSCLC, with or without

adjuvant chemotherapyt

Key inclusion criteria:

=18 years (Japan / Taiwan: 220)

WHO performance status 0/ 1

Confirmed primary non-squamous NSCLC
Ex19del / L858R*

Brain imaging, if not completed pre-operatively
Complete resection with negative margins$
Maximum interval between surgery and
randomization:

+ 10 weeks without adjuvant chemotherapy
« 26 weeks with adjuvant chemotherapy

Osimertinib 80 mg,

once daily

Stratification by:

Stage (IB vs Il vs IlIA) Rand01n.11lzat|on
EGFRm (Ex19del vs L858R) (NesB2)

Race (Asian vs non-Asian)

Planned treatment duration:
3 years

Treatment continued until:

» Disease recurrence

» Treatment completion

« Discontinuation criterion met

Follow-up:

« Until recurrence: Week 12 and
24, then every 24 weeks to
5 years, then yearly

» After recurrence: every 24 weeks
for 5 years, then yearly

Endpoints

* Primary endpoint: DFS by investigator assessment in stage II-llIA patients
+ Key secondary endpoints: DFS in the overall population (stage IB-IllA), landmark DFS rates, OS, safety, health-related quality of life

*At the time of recruitment, staging was determined bythe AJCC / UICC Staging Manual 7th edition. Patients with stage IB disease were not eligible in Japan. 'Pre-operative, post-operative, or planned radiotherapy was not allowed.
‘Centrally confirmedintissue. SPatients received a CT scan after resection and within 28 days priorto treatment.

3 PRESENTED BY: Roy S. Herbst AJCC, American Joint Committee on Cancer; CT, computerized tomography; AS< O AMERICAN SOCIETY OF
2023 ASCO #ASC023 y DFS, disease-free survival; EGFRm, epidermal growth factor receptor-mutated; CLNICALONCOLOGY
Ex19del, exon 19 deletion; NSCLC, non-small celllung cancer; OS, overall sunvival, KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING Presentationis property of the authorand ASCO. Permission required for reuse; contact permissions@asco.org
UICC, Union for International Cancer Control; WHO, World Health Organization



Baseline characteristics: overall population (stage IB / 11 / llIA)?

Characteristics, % Osimertinib (n=339)

Sex: male / female 32/68 28/72
Age: median (range), years 64 (30—86) 62 (31—82)
Smoking history:* yes / no 32 /68 25.1 75
Race: Asian / non-Asian 64 / 36 64 / 36
WHOPS: 0/ 1 64 / 36 64 / 36
AJCC / UICC staging at diagnosis (7th edition): 1B / Il / IlIA 32/34/35 32/34/ 34
Histology: adenocarcinoma / other 96/4 97173
EGFR mutation at randomization:T Ex19del / L858R 551745 551745
Adjuvant chemotherapy: yes / no 60 /40 60 /40

Data cut-off: January 17, 2020.
B%), placebo n=257 (75%). 'Central test.

only 26% of patients with stage IB disease received chemotherapy compared with 71% SRk kNG

Co‘ AMERICAN SOCIETY OF

CLINICAL ONCOLOGY

with stage Il disease and 80% with stage IlIA disease. Protop————

2023 ASCO

ANNUAL MEETING




Adjuvant osimertinib has significantly improved DFS

« Adjuvant osimertinib demonstrated highly statistically significant’? and clinically meaningful improvement in
DFS in completely resected EGFRm NSCLC vs placebo in both the primary (stage II—IllIA) and overall
(IB—IlIA) populations, along with a tolerable safety profile’*

ADAURA primary DFS analysis'? (stage IB—IlIA)*

ADAURA updated DFS analysis?* (stage IB—IIIA)f

NEJM October 2020 JCO January 2023
1.0 = 1.0 =
0.9 - 0.9 -
0.8 - 0.8 -
E 0.7 - . E‘ 0.7 -
2 06 o § 06 -
g 05+ S 05 -
Q 0.4 - Median DFS, months (95% CI) o 04 - Median DFS, months (95% CI)
B 0.3 - . Osimertinib NR (NC, NC) g 0.3 - . Osimertinib  65.8 (61.7, NC) i
02 - ‘ Placebo 275 (22.0, 35.0) 0.2 - _‘ Placebo 28.1 (221, 35.0)
0.1 - HR(99.12%Cl)  0.20 (0.14, 0.30) Maturity: 29% 0.1 - HR(95%CI) 0.27 (0.21, 0.34) Maturity: 45%
p<0.0001 osimertinib, 11%; placebo, 46% osimertinib, 28%; placebo, 62%
0.0 1 1 1 1 T 1 1 T 1 0.0 1 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 60 66 72
Time from randomization (months) Time from randomization (months)
No. at risk No. at risk
Osimertinib 339 313 272 208 138 74 27 5 0 Osimertinib 339 316 307 289 278 270 249 201 139 73 33 5 0
Placebo 343 287 207 148 88 53 20 3 1 0 Placebo 343 288 230 205 181 162 137 115 84 48 25 4 0

*Data cut-off: January 17, 2020. 'Data cut-off: April 11, 2022.

1. Wu etal. N EnglJ Med 2020;383:1711-1723; 2. Herbst et al. J Clin Oncol 2020;38(Suppl 18): abstract/ oral LBAS5; 3. Herbstet al. J Clin Oncol 2023;41:1830-1840; 4. Tsuboi et al. Ann Oncol 2022;33(Suppl 7): abstract/ oral LBA47.
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Adjuvant osimertinib has significantly improved CNS DFS

« CNS metastases are a poor prognostic factor among patients with NSCLC, and are associated with

deterioration in quality of life’

Improved CNS efficacy with osimertinib treatment

ADAURA updated CNS DFS analysis®® (stage II—IIIA)

JCO January 2023
*  Osimertinib has shown 0 <t i
greater penetration of the 09 -
blood-brain barrier and 2 0.8 -
higher exposure in the 8 0.7 -
. . 2 o
brain compared with other g
5 24 0.5 -
EGFR TKIS g 04 - Median CNS DFS, months (95% CI)
s . 5.3 Osimertinib NR (65.8, NC)
«  Adjuvant osimertinib 2 03 1 . bbbt
" (&) 02 - BN Placebo NR (NC, NC)
demonstrated CNS DFS : — _

. . 0.1 - HR(95% CI) 0.24 (0.14, 0.42) Maturity: 13%
benefit vs placebo in both osimertinib, 9% placebo, 17%
the stage II—IIA and - O . S SO S TR S S R .

9 iy 0 6 12 18 24 30 36 42 48 54 60 66 72
IB—IIIA populations> Time from randomization (months)
No. at risk
Osimertinib 233 222 216 202 196 192 175 138 90 45 20 2 0
Placebo 237 192 142 126 107 91 74 61 41 23 11 1 0

Data cut-off: April 11, 2022.
*CNS DFS events were defined as CNS disease recurrence or death by any cause.
1. Peters et al. CancerTreat Rev 2016;45:139-162; 2. Colclough etal. EurJ Cancer2016;69:528; 3. Ballard et al. Clin CancerRes 2016;22:5130-5140; 4. Vishwanathan et al. CancerRes 2018;78:CT013; 5. Herbstet al. J Clin Oncol 2023;41:1830-1840; 6. Tsuboi etal. Ann Oncol 2022;33(Suppl 7). abstract/ oral LBA47.

Cl, confidence interval; CNS, central nervous system; DFS, disease-free survival; AS< O AMERICAN SOCIETY OF
EGFR, epidermal growth factor receptor; EGFRm, EGFR-mutated; L

EGFR-TKI, EGFR-tyrosine kinase inhibitor; HR, hazard ratio;, K NOWLEDGE CONQUERS CANCER
NC, not calculable; NR, not reached; NSCLC, non-small cell lung cancer
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Overall survival: patients with stage IB / Il / llIA disease

« Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the

overall population of stage IB—IIIA disease
5-year OS rate, % (95% CI)

1.0 H+H+—+—Htt—1+—tH
| —Hk Osimertinib (n=339) 88 (83, 91)
0.9 — ~ Placebo (n=343) 78 (73, 82)
2> 08 — '
= : Overall OS HR 0.49 (0.34, 0.70);
§ 0.7 — . . (95.03% ClI) p<0.0001
o I I I boe
S 0.6 — I ' I Maturity: 18%
T : : ; osimertinib 12%, placebo 24%
% 0.5 — l ' '
S 1 1 1 Median follow-up for OS* (censored patients):
2 04— : : : osimertinib 61.5 months, placebo 61.5 months
E I I |
g 0.3 — | [ 1
o I I I
0.2 - ' ' '
I I |
| I |
| I |
1 1 1
&0 I | I | | I T I | | | I | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time from randomization (months)
No. atrisk
Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0 -
Placebo 343 338 332 326 314 304 290 281 267 223 164 97 S 4174 3 0

Data cut-off: January 27, 2023.
Tick marks indicate censored data. Alpha allocation 0of 0.0497. *Median follow-up for OS (all patients): osimertinib 60.4 months, placebo 59.4 months.

] pReseNTED BY: ROy S. Herbst ASCO AMERICAN SOCIETY OF
2023 ASCO #ASC023 y Cl, confidence interval; HR, hazard ratio; OS, overall survival O
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OS in patients with and without adjuvant chemotherapy:
patients with stage IB / Il / llIA disease

With adjuvant chemotherapy Without adjuvant chemotherapy
1.0 4 ; 1.0 .
E e Osimertinib g’ oo Osimertinib
g 0.8 = 1t "l'i-u S emiada g 0-8 7 I: ':'\:
= Tt a I L T
o 1 77% : e 1 799
2 0.6 - ! Placebo 2 0.6 4 ' HH—
o I o I
s I S | Placebo
e 04 | c 04 [
5 I 5 I
7] | 0 I
g 0.2 4 Overall HR (95% Cl) | g 0.24 Overall HR (95% CI) :
2 0.49 (0.30,0.79) I = 0.47 (0.25, 0.83) I
O o0 | O o0 |
1 ] 1 I | 1 | I I 1 I 1 I 1 1 I 1 I 1 ] 1 1 1 I I I I I I 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
. Time from randomization (months) ) Time from randomization (months)
No. at risk No. at risk
Osimertinib 203 200 197 197 196 192 188 185 182 155 104 58 25 7 0 - Osimertinb 136 132 128 127 123 119 116 116 112 97 72 50 25 8 0 -

Placebo 207 204 200 197 189 182 174 166 159 133 92 48 19 7 2 0 Placebo 136 134 132 129 125 122 116 115 108 90 72 49 25 10 1

Data cut-off: January 27, 2023.
Overall population: stage 1B/ Il / llIA. Tick marks indicate censored data.
Use of adjuvant chemotherapy before randomization was allowed but not mandatory; decided by the physician and patient before enroliment.

] pReseNTED BY: ROy S. Herbst ASCO AMERICAN SOCIETY OF
2023 ASCO #ASC023 y Cl, confidence interval; HR, hazard ratio; OS, overall survival e
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Benefit in EGFR Exon 19del vs L858R mutations

ADAURA - overall survival

EGFR mutation Ex19del ' - 1 0.35 0.20, 0.59
L858R ' * ' 0.68 0.40, 1.14

0.1 1.0 10.0
Overall survival HR (95% CI)

Favors osimertinib Favors placebo

FLAURA Overall Survival - Firstline Osimertinib vs Gefitinib or Erlotinib in Advanced Disease

EGFR mutation at randomization

Exon 19 deletion —— 0.68 (0.51-0.90)
L858R —— 1.00 (0.71-1.40)
010 02 0304 06 10 20 100

e
L o

oy
-

Osimertinib Better Comparator EGFR-TKI

Better Ramalingam NEJM 2020
2023 ASCO  [PIETRRY reoreo ASCO ez
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER



Benefit seen across stages

1.0 Stage 1B 94%
2 0.8- =i
s :88%
o
S 0.6 |
- |
e |
2 0.4 I
3 Events: 24 |+ %6
& 0.24 e 3
S Patients: 212 !
(@)
0'0 1 L L} L L 1 L ) L ! L 1 ) L 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 9
Time from randomization (months)
Stage Il
> 10 7 g
8 0 i
s 1 78%
o 0.6' |
g "
S 0.41 |
3., Events: 45 %7
5 0.24 ; |
3 Patients: 236 |
0'0 1 1 L} L) 1 L 1 L} L ! 1 1 1 L 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 9
Time from randomization (months)
2023 ASCO #ASCO23 pReSENTED Bv: Benjamin Solomon MBBS, PhD
ANNUAL MEETING

HR 95% ClI
Stage” 1B - 0.44 0.17,1.02
] —— 0.63 0.34,1.12
A — 0.37 0.20, 0.64
0.1 1.0 10.0
Overall survival HR (95% Cl)
Favors osimertinib Favors placebo
1.0 Stage llIA
£ 85%
8 081 |
2 1
o il M
= 0.6 167%
% I
S 044 |
2 . I 0
< Events: 54 | + %18
2 Patients: 234 i
0'0 L] L] L) L] L] L] L] L) L] : L] L] Ll L}
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org
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ALINA study design*

Resected Stage IB (24cm)-IIIA =
ALK+ NSCLC Alectinib
per UICC/AJCC 7t edition 600 mg BID Recurrence
Other key eligibility criteria: ‘ 2 years Further
e ECOG PS 0-1 treatments at
« Eligible to receive platinum-based R investigator’s
_} -
chemotherapy 1:1 ch0|ce- and
« Adequate end-organ function . survival
« No prior systemic cancer therapy | Platinum-based follow-up
y chemotherapyt Recurrence
Stratification factors: :
« Stage: IB (= 4cm) vs Il vs llIA N=257 Q3W: 4 cycles
e Race: Asian vs non-Asian
Primary endpoint Other endpoints Disease assessments (including brain
* DFS per investigator,* tested hierarchically: * CNS disease-free survival MRI)$ were conducted: at baseline,
- Stage II-IlIA — ITT (Stage IB-IIIA) - 0OS every 12 weeks for year 1-2, every
. S3 fety 24 weeks for year 3-5, then annually

congress Data cut-off: 26 June 2023; CNS, central nervous system; DFS, disease-free survival; ITT, intention to treat
M *Superiority trial; TCisplatin + pemetrexed, cisplatin + vinorelbine or cisplatin + gemcitabine; cisplatin could be switched to carboplatin in case
of intolerability; DFS defined as the time from randomisation to the first documented recurrence of disease or new primary NSCLC as determined

by the investigator, or death from any cause, whichever occurs first; SAssessment by CT scan where MRI not available; NCT03456076



Patient demographics and baseline characteristics (ITT)

Characteristic A(‘Ine:'lt ;r:)l;o Ch(enrr;fl)g;i rapy
Median age 54 years 57 years

<65/ 265 years, % 79/ 21 73127
Sex: female / male, % 58/42 46/ 54
Smoking status: never / former/ current, % 65/32/4 55/43/2
Race: Asian / non-Asian, % 55/45 56 /44
ECOGPS:0/1, % 55745 51/49
Stage at diagnosis*: IB/ 11/ llIA, % 11/36/53 9/35/55
Nodal status: NO /N1 /N2, % 16/35/49 14 /34 /52
Histology: squamous / non-squamous, % 5/95 2/98
Surgical procedure: Lobectomy/

Othert, % 97/3 92/8

MADRID ONgTess Data cut-off: 26 June 2023
2023 *Per UICC/AJCC 7t edition; fPneumonectomy (alectinib arm, 2%; chemotherapy arm, 3%), bilobectomy (2%; 4%), sleeve lobectomy (0; 1%)



Disease-free survival: stage IHIIA*

100 + Alectinib Chemotherapy
i (N=116) (N=115)
80 - i i Alectinib . )
= | ] . —t . Patients with event 14 (12%) 45 (39%)
< | i Death 0 1
3 : i Recurrence 14 44
S 60 - ! : ,
7 Chemotherapy Median DFS, Not reached 44 4
@ [ b i, s — apoome- . months (95% ClI) (27.8, NE)
3 407 i i DES HR 0.24 (0.13, 0.45)
i H 0
g | ; (95% C1) 01<0.0001
o : i
20 - i i
0 | | | E | :I | | |
0 6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
Alectinib 116 111 111 107 67 49 35 21 10 3
Chemo 115 102 88 79 48 35 23 17 10
Median survival follow up: alectinib, 27.9 months; chemotherapy, 27.8 months
coneress Data cut-off: 26 June 2023; Time from last patient in to data cut off was ~18 months
M g *Per UICC/AJCC 7th edition; tStratified log rank; DFS defined as the time from randomisation to the first documented recurrence of

disease or new primary NSCLC as determined by the investigator, or death from any cause, whichever occurs first



Disease-ree survival subgroup analysis (ITT)

Subgroup No. of events / patients DFS HR (95% Cl)
All patients 65 /257 n 0.24 (0.14-0.43)
Age <65 43 /196 u 0.26 (0.13-0.52)

>65 22 | 61 « = 0.24 (0.08-0.71)
Sex Male 35 /123 - | 0.26 (0.11-0.60)
Female 30 /134 « - i 0.22 (0.10-0.50)
Race Asian 31 /143 I L | 0.36 (0.17-0.79)
Non-Asian 34 /114 —i ; { 0.16 (0.06-0.38)
ECOG PS at 0 32 /137 « -— . 0.20 (0.09-0.46)
baseline 1 33 /120 | —= i 0.31 (0.14-0.69)
TS Never 37 1154 = 0.27 (0.13-0.55)
history Current 0O / 8 i NE
Previous 28 | 95 “ I; 0.22 (0.08-0.57)
Stage* Stage IB 6 / 26 « - 0.21(0.02—1.84)
Stage I 22/ 92 « - 0.24 (0.09-0.65)
Stage IlIA 37 /139 - 0.25 (0.12-0.53)
Regional lymph NO 11/ 39 . — i 0.19 (0.04-0.88)
node status N1 20 / 88 ! — i 0.34 (0.13-0.89)
N2 34 /130 < -— i 0.21 (0.09-0.47)
1 : 1 1
0.1 0.3 1.0 3.0
< —_—

Alectinib better Chemotherapy better
MADRID CONgress Data cut-off: 26 June 2023
2023 Arrows indicate lower bound of the CI<0.1; *Per UICC/AJCC 7t edition



Disease-free survival by stage*

1007 Alectinib
StagelB . . —_ 2-year DFS rate, % Stage IB Stage Il Stage llIIA
S (95% Cl) (n=26) (n=92) (n=139)
©
>
2 oA - 92.3 95.6 92.7
o Alectinib (77.8,100.0)  (89.5, 100.0) (86.4, 98.9)
£ w- 71.6 66.3 60.7
[} . . .
g ” Chemotherapy Chemotherapy (44.2,99.0)  (51.7,81.0) (47.9, 73.5)
& 207
a HRT 0.21 0.24 0.25
0 T T T T T T T T T [s)
e e S I (95% ClI) (0.02, 1.84) (0.09, 0.65) (0.12, 0.53)
No. at risk Time (months)
Alectinib 14 12 12 1M 7 6 1 NE NE
Chemo 12 10 10 10 7 6 4 1 1 NE
100 1 100 1
Stagell  _ '—1_'_L.______, Stage llIA
£ g0- Alectinib E 50+ Alectinib
© ©
2 2
S 60- £ 60-
(7] (7]
g Chemotherapy ]
& 404 & 407 Chemotherapy
[} [}
(7] (7]
204 204
(7] (7]
) )
0 ' ' ' ' v i ’ ’ ’ 0 ' ' ' ' y ' : . .
24 42
0 6 12 18 it (m%%ths)% 42 48 54 0 6 12 18 g (m%onths)% 48 54
NAIectinib 47 44 44 43 28 22 15 1 4 1 Alectinib 69 67 67 64 39 27 20 10 6 2
Chemo 45 41 35 32 21 17 9 8 5 NE Chemo 70 61 53 47 27 18 14 9 5 2

MADRID LONgress Data cut-off: 26 June 2023
2023 m *Per UICC/AJCC 7t edition; tUnstratified analysis



CNS disease-free survival in the [TT population

98.4%

100 + ; 95.5% Alectinib Alectinib Chemotherapy
| ; - (N=130) (N=127)
< 801 — an, Chemotherapy Patients with event 5 18
[ i ! Death 1 4
|5 : : Brain recurrence 4 14
3 601 i i
9 | | CNS-DFS HR* 0.22
& : : 0
5 i i (95% ClI) (0.08, 0.58)
@ 40 - : :
Q i i
0 : i
i< : |
2 i i
5 20 | |
0 I I I :I I :I I I I
0 6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
Alectinib 130 124 124 118 74 55 39 22 10
Chemo 127 113 98 90 57 43 27 18 11 2

Median survival follow up: alectinib, 27.8 months; chemotherapy, 28.4 months
Data cut-off: 26 June 2023

MADRID CONgress *Stratified analysis with race and stage as stratification factors
2023 CNS-DFS defined as time from randomisation to the first documented recurrence of disease in the CNS or death from any cause



Post-recurrence subsequent therapy

Number of patients with disease recurrence, n (%) A(Iﬁg;g;b Cher(l:liTs;rapy
Patients with any subsequent therapy 13 (87) 43 (88)
Systemic therapy 13 (87) 38 (78)
ALK TKI 7 (47) 37 (76)
Alectinib 4 (27) 29 (59)
Brigatinib 4 (27) 4 (8)
Crizotinib 0 4 (8)
Lorlatinib 0 2(4)
Ceritinib 0 1(2)
Chemotherapy 6 (40) 2 (4)
Immunotherapy 1(7) 1(2)
Other anti-cancer therapy 1(7) 1(2)
Radiotherapy 5(33) 9(18)
Surgery 1(7) 3(6)
Data cut-off: 26 June 2023
FEEESMD



VAKA 1 : HT, 71 yas Erkek hasta

Mart 2023

>Kilo kaybi, 1 aydir
Oksurd

>HT oykusi

>FM: Sag akciger orta
zonda krepitasyon

>50 p/y sigara, HT
>Lab: Anemi, CRP artisi

>Post obst pnomoni ile
yatis




age no: 58 Image no: 57
oplam 130 goruntuden 58. Toplam 130 goruntuden 57.

1.03.2023, 10:28:09 P 3.03.2023, 10:28:09 P




Bronkoskopi

PATOLOJIK TANI
1. Sag akciger Ust lob, orta lob atelektezik alan, transbronsial, 11AB:
- Mukoid zeminde, olagan ve reaktif brons epitel hiicreleri, kan elemanlari
izlendi

2. Sag akciger ana brons distali timor alani, forceps biyopsi:

Kirinti halinde dokuda, olagan respiratuvar epitel ve epitel altinda hafif fibrozis
varhgi

- Ktguk htcreli disi karsinom hicreleri




Sag akciger, orta lobektomi + alt lob superior segmentektomi + {ist lob posterior segment kismi rezeksiyonu,
mediastinal lenf nodu disseksiyonu:
ADENOKARSINOM
- Tiimor lokalizasyonu: ana kitle orta lobda olup, iist lob anterior segmente uzanmaktadir.
- Timor boyutu: 8,6x6x4,8 cm
- Histolojik tip: adenokarsinom
- Tumor alanlarinin % 70 kadar1 papiller, % 20 kadar1 mikropapiller, % 10 kadar1 lepidik ve % 10
kadar1 asiner alanlardan olusmaktadir.
- Histolojik derece: G3 - az diferansiye
- Visseral plevra invazyonu: mevcut
- Lenfovaskiiler invazyon: mevcut
- Cerrahi sinirlar: Negatif
- Lenf nodlar1: 0/24
Peribrongial 2R 4R 7 9 11

Patolojik evre: pT4 pNO pMx
- Diger bulgular: Cevre akcigerde atelektazi alanlar1 ve amfizematoz degisiklikler

Immiinohistokimyasal bulgular:
Tiimor alanlarinda;

TTF1: pozitif

Napsin A: pozitif




Nisan-Haziran 2023
» Paklitaksel-Karboplatin X4

Molekuler Sonuglar

PDL-1 %20
EGFR Exon 19 del
ALK Negatif

»Sitopeni nedeniyle 1 kez erteleme

»Son kirde Febril notropeni
Temmuz 2023

»Osimertinib 8o mg baslandi



TORAKS BT Klinik Oykii: Akdder Ca tanih 70 yasinda erkekTeknik:Cok dedektir sirah BT chaziyla transvers planda volimetrik spiral tarama yapimis ve elde edilen verilerden sagital ve
koronal planda reformat gértintiler elde edimistir. Kontrast Madde: 1 adet 350/100 cc Omnipal kullarildl. Bulgular: 5ag orta lobektomi, Ost lob posterior segment ve alt lob slperior segment
rezeksiyonlaring ait postop dedisimler mevouttur, 5ag akcder ve sad hemitoraks volimi azalmistr. Sadda 4. kosta lateral ve anterior balimi rezekedir, Orta lob brons gidigl tabiidir, Sag
akcigerde perihiler bélgede ve alt lob bazal bazal segmentler boyunca devamhhidi izlenen dilate bronslarin eslik ettigi parankimal ve bronsial distorsiyonlann da izlendig dens konsolidasyan
gartinimi mevcuttur, Metalik siturlar komsulugunda lokiile hava secilmektedir, Muhtemel fissiir igerisinde lokiile karakterlidir. 5ag hemitoraksta kostal plevral ylizeylerde orta ve alt
bélimde Gzelikle lateral duvarda dizensizlikler ve kalnlasmalar vardir, Miniml plevral efiizyon izlenmistir, Desendan aorta ektazik ve kivnimhdir,  Pulmaoner trunkus ve her iki pulmoner arter
limen genislidi ve kontrast dolumu dodaldr. Mediastende; sad alt paratrakeal kalsifikasyon banindiran lenf nodlan goriimiistir,  Patolojik boyut ve morfolojide lenf nodu avirt edilmemistr,
Minimal perikardival efiizyon mevouttur,  Her iki akcderde sentrilobiler amfizeme ait dedisiklikler vardir, Sag akdger (st lob posteriorda apikal ve posterior seamentlerde kalsifikasyonlar
barindiran lineer pléroparankimal sekel dansiteler izlenmistir. Sag akcijerde (st lob anterior, apikalposterior segmentlerde, alt lobda Gzellikle lateral ve posterobazal segmentte, solda st
lobda ve sol akdger alt lob laterobazal segmentte sentrilobiiler noddller, dallanan tibdler yapilar yer yer fokal buzlu cam dansitesinde alanlar gérilmektedir, Farklh morfolojik dzelliklere sahip
parankim bulgulan mevouttur, Kimelesmis milimetrik nodller vardr. Sol akcder alt lob laterobazal segmentte periferik yerlesimli & mm boyutannda subplevral nodil mevouttur.  Batndan
gecen kesitlerde siirrenal glandlarda kitle lezyonu ayirt edilmemistir,  Her iki bébrekte degisik boyutlarda biiyiigl sad bobrekte Ost pol posterolateralde ekzofitik komponenti belirgin 52 mm
boyutlannda, sol bébrekte ise 55 mm boyutlaninda hipodens kistik lezyonlar vardir,  Safra kesesinde kalkiiller izlenmistir. Dejeneratif omurga bulgulan vardrr, Sonug: - 5ad akcgerde ve
hemitoraksta postop. dedisiklikler — Sad akciderde perihiler bélgede ve alt loba uyan lokalizasyonda paramediastinal akcider parankiminde dilate kiveiml branslarin ve parankimde yamsal
distorsivonlarin eslik ettidi dens konsolidasyon ve operasyon lojunda muhtemel fissir icerisinde kalan lokile hava - Sadda minimal plevral efiizyon — Her iki akdder parankiminde ancelikle
enfeksiyon distindiren bulgular, Immin tedavi Gykiisi olan hastada tim bulgulann enfeksivon ile uyumlu clabilecedi distnilmistir. Ancak radyolojik morfolojik farkliiklar multipl etken
varhf stz konusu olabilir. KlinikJdaboratuvar bulgulan ile birlikte degerlendirme énerilir.  Cekim Tarihi : 01-09-2023 12:25: 53|

e S




TORAKS BT Klinnk Oykii Opere akciger kansen tanih 71 yaginda erkekTeknik Cok dedekior sirali BT cithaziyla transvers planda volumetnk spiral tarama yapiimig ve elde
edilen venlerden sagital ve koronal planda reformat goruntuler eide edilmigtir Kontrast Madde: 1 adet 350/100 cc Opaxol kullariidi Bulgular-Sag orta lobektomi, ust lob
posterior segment ve alt lob sGpenor segment rezeksiyonlanna ait postop dedigimler mevcuttur. Sad akcider ve sad hemitoraks voluma azalmugtir. Sadda 4. kosta
lateral ve antenor bolomd rezekedir. Orta lob brong gidUga tabudir.  Sad akcierde penhiler boigede ve alt lob bazal bazal segmentler boyunca devamlihd: izienen
dilate bronglann eghk ettd: parankimal ve brongial distorsiyonlann da zlendi§ dens konsolidasyon goruniGma mevcuttur. Metalik sGturlar komgulugunda lokile hava
segiimektedir. Muhtemel fissur igensinde lokule karakterlidir. Sad hemitoraksta kostal plevral yuzeylerde orta ve alt bolumde ézellikle lateral duvarda duzensizlikler ve
kalinlagmalar varde. Miniml plevral efiizyon izlenmigtir. Desendan aorta ektazik ve kivnmilidir.  Pulmoner trunkus ve her iki pulmoner arter lomen genighd: ve kontrast
dolumu dodaldir. Mediastende; sad alt paratrakeal kalsifikasyon banndiran lenf nodlan gériimastir. Patolojik boyut ve morfolojide lenf nodu ayirt edilmemigti
Minimal penkardiyal efuzyon mevcuttur. Her ki akcigerde sentrilobiler amfizeme ait degigiklikler vardir. Sag akciger ust lob postenorda apikal ve posternior
segmentierde kalsfikasyonlar banndiran lineer ploroparankimal sekel dansiteler zlenmugtir.  Sag akcigerde Gst lob antenor, apikal-postenor segmentierde, alt lobda
ozellikle lateral ve posterobazal segmentte, solda st lobda ve sol akcider alt lob laterobazal segmentte sentrilobdler noddller, dallanan tibuler yapilar yer yer fokal
buziu cam dansitesinde alanlar gorulmektedir. Sol akcider alt lob laterobazal segmentte perferik yerlegimli 6 mm boyutiannda subplevral nodiul mevcuttur. Batindan
gecen kesitlerde surrenal glandlarda kitle lezyonu ayirt edilmemugtir.  Her ki bobrekte dedigik boyutlarda buyGgu sol bobrekte ise 5 cm boyutiannda hipodens kistik
lezyonlar vardir. Sol bobrekte buyGgu orta kalisiyel sisteme uyan 5 mm boyutiannda olan her iki bobrekte multipl kalkiller vardir.  Safra kesesinde kalkaller izlenmigtir
Dejeneratif omurga bulgulan vardir. Sonug: —Aralik 2023 tanhl BT ler ile mukayese edildidinde mevcut bulgularda farklihik ve ek bulgu zlenmedi. Istem Tanhi : 11-03
-2024 10:48.00
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Neoadjuvan Tedavi Rasyoneli

- Mikrometastazlarin erken kontrolU

- Rezektabilitede artis, down staging
- Cerrahi stirecinde morbiditede azalma
- Patolojik cevabin gézlenebilmesi, in vivo tedavi etkinliginin bilinebilmesi

- Olasi genel sagkalim faydasi



ADJUVANT OR NEOADJUVANT?

NATCH Study

_, Ami1
n=212

:

Phase 3

. 624 patients B.L VA PacliiCarbo S

. 1A(>2cm) ST 3 cycles it

+ 1B, 11, T3NT __, Am3: Surge Pacli/Carbo
n=211 gery 3 cycles

Paclitaxel 200 mg/m* + carboplatin AUC 6 q3w
Main objective: PFS at 5-year chemotherapy vs. surgery

Trials At least 1 cycle 2 cycles 3 cycles 4 cycles
ALPI 90% ND 69% NA
IALT 92% ND ND ND
ANITA 90% 72% 61% 50%
JBR10 95.5% 64% 55% 45%
NATCH adj 66% ND 61% NA
Depierre 98% 90% NA NA
NATCH neoadj 97% ND 90% NA
Gilligan 96% 89% 96% NA
SWOG 9900 ND ND 79% NA




Neoadjuvan
Rasyoneli

- Mikrometastazlarin erken kontrolU s : S B2 :
i& LA (SR A

Surgeon removes Immunottespy Actvaton of ow Fowor and Wss-dvene
Bmor lewon dfferncd T culle T colle smarch for haror calln

- Rezektabilitede artig, down staging | - .

- Cerrahi strecinde morbiditede azalma °

Mary mone, asd
more-avorse, T oels
soarch for lumor calls

o 29 2 a a 8 A Fig. 1] Neoadj t and adju Pp hes to herapy. In adjuvant appeosches, shown sbove, immunotherapy (as indicated by the antibodies)
= Pato I OJ I k Ceva b I n goz I e n e b I I m es I ) I n VIVO ted aVI et I< Is given after surgery. which results in the activation of T cells drected m'du"ereﬂ“ antigens, & rcu:uie.d by !hcud'"mgrl ;olau In‘;:-c.sdu:nan’. ‘

approaches, therapy Is given before surgery, which results in the rasing of 2 more diverse T cell response

- Olasi genel sagkalim faydasi



CheckMate 816: surgical outcomes with neocadjuvant NIVO + chemo in resectable NSCLC

CheckMate 816 study design?1

Key eligibility criteria
* Newly diagnosed, resectable,
stage IB (2 4 cm)-1lIA NSCLC NIVO 360 mg Q3w
(per TNM 7th edition) N— + Surgery
« ECOG PS 0-1 p chemo? Q3w (3 cycles) Radiologic (within 6 Optional
« No known sensitizing EGFR 9_ b e § weeks adjuvant
mutations or ALK alterations post- chemo + RT
treatment)
Stratified by mmmgl  Chemo® Q3w (3 cycles)
stage (IB/1l vs llIA),
PD-L1® (2 1% vs < 1%<), and sex
Primary endpoints Key secondary endpoints Key exploratory endpoints included
» pCRby BIPR * MPRby BIPR *« ORR by BICR
= EFS by BICR - 0S » Feasibility of surgery; peri- and
« Time to death or distant metastases post-operative surgery-related AEs

Database lock: September 16, 2020; minimum follow-up: 7.6 months for NIVO + chemo and chemo arms.

*NCT02998528; this study included an exploratory arm: NIVO 3 mg/kg Q2W (3 cycles) « ipilimumab 1 mg/kg (cycle 1 only). Data from this arm are not included in this presentation; *Determined by the PD-L1 IHC

28-8 pharmDx assay (Dako); “‘Included patients with PD-L1 expression status not evaluable and indeterminate; “NSQ: pemetrexed + cisplatin or paclitaxel + carboplatin; SQ: gemcitabine + cisplatin or paclitaxel «

carboplatin; *Vinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine + cisplatin (SQ only), pemetrexed + cisplatin (NSQ only), or paclitaxel + carboplatin. 3
1. Forde PM, et al. Oral presentation at the AACR Annual Meeting; April 8-10, 2021; virtual. Abstract 5218.



CheckMate 816: Neoadjuvant Nivolumab + Chemotherapy

Event Free Survival pCR MPR
24% vs 2.2% 36.9% vs 8.9%
31.6m vs 20.8m
100+ HR 0.63 (97.4%CI, 0.43-0.91), p=0.005 Primary endpoint: [TT (ypTOMO)® T
90— OR = 5,70 (95% Cl, 1.16-10.26]¢
80 40 OR = 13,94 (99% CI, 3.49-55,75) 50 -
g = 0.0001 | DHMEnang e
- 104 70
s _ Nivolumab plus 0 Differences % 1 36,5
2 60+ 63.41 chematherapy z o -
v 50+ . - =
o : F oo g
£ 404 ' . = =
-ﬁ 30- : ! Chematherapy alone = 2
& 20- : 1 "
' ' )
104 ' ’ LI%
0 — T T T T T T T T T T T T KIVO + chema Chemao ! NI¥O + chema Chemo
o0 3 & 9 12 15 18 21 24 27 30 33 3s 39 42 a/H 317 Ay niK T 15,173

Maonths




Evre 3A hastalik

Disease stage at baseline

18 ar Il 137 M [27 8-ME] MR (16 8-MNE e — OLET [D4E-1.56]
I UL 118 L6 26.6-NR)} 157 (10.8-22.7) —f— | Q54 D }J'—IJ'.I-IJH
LA T i
Squamous 142 306 (200-MRE) X2.¥(115=MNR) — 077 (DL49=]1.2F)
Morsquamous 176 MR [27.5-HR) 196 (13.5-26.2) —— 0.50 (0.32-0.79)
Smoking status E
Current of former smoker EAF L6 (30 2-NR] Z2.4 (15 F<MR) ——! 068 [0 4E-055)
Mever smoked 4 MR [5.6-MR) 104 [7.7-20.8) - i 033 (L13-0AT)
PD:L1 expression leasd '
1% 1§ 3] 25.1 (14.6-ME) 184 [13.9-26.1) —i—-— OES (DS4-1.0F)
1% ITE NE (MWR-MNR} Z1.1 (1L.5-MNE) ————— i Q4] (DZ4-00 1)
1885 Sk MR [278=-MR] 6.7 [1L5=MR) —_— 058 [DU30=1.1F)
FL ]y & MR (MR-NR} 196 (R 2-NR) - * : 024 (Di0-0.E0)
TME i
«12.3 mutatsons fmegabase 102 05 (198-MNR) P67 (LE6-NE) —_—— 0BG [D47-1.5T)
®12.3 mutatons f megabase Ta MR (14 8=NK] Ti4[1314=MNR) . 069 [033=1 48]
Type af platinum therapy E
Cisplatin 258 MR [25.1-MR] 309 [15.7-MR) —— 071 [DLd8-1.03)
Carboplatin 72 MR [10.5=-MR] 106 [T6-26T) * ! 03] (Dld=DET)

T T ] L] 1
0125 s .50 100 200 4,00
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CheckMate 816: EFS by Pathologic CR

1m "-;- I | r
L | Pathologic CR
Bl Ty
Y ———— 24% vs 2.2%
"'.""._,, Hivalumab + chemaotharapy (pCHRj
F W
R R ¥ .
j Bt W hivolumak + LERRER LI L
£ e e TR Nivolumab + chemotherapy Chemotherapy e N EIRENETIIL
: a0 e e lem s om0 pCR No pCR pCR No pCR
i v . (n=43) (n=136) (n=4) n=175) B
- Median EFS, mo  NR 26.6 NR 18.4 - —
(95% CI) (30.6-NR) (16.6-NR) (NR-NR) (13.9-26.2) T, B S
HR (95% CI)* 0.13 (0.05-0.37) Mot computed' "1 e =
Z T
’ o 3 l; gl 112 1I5 11B El‘l ‘EI'I ‘EI'I' BEE' EII:]- 3:5- ﬂlﬂ '1IE E 1
S 5 Mo * PD-L1>1%
Misolumab: + chematherapy (PCA} 43 43 41 40 40 40 40 35 32 18 14 & 3 2 O ™
Chemotrerapy (pCAT 4 4 4 4 4 & & 4 4 3 2 2 2 i 1]
Mivplumab + chamotheapy inopCRl 1356 108 95 & 78 &7 &2 52 42 22 20 7 3 i o P R T 1.
Chamothpragy np pCHl 175 940 122 W5 20 7 T 57 48 23 22 11 a 3 o R i .




Phase Ill CheckMate 816: 4-Yr OS

= Patients who received Nivo + CT and had pCR continued to have improved OS vs those who did not (HR: 0.08;

95% Cl: 0.02-0.34; 4-yr OS rates: 95% vs 63%) Lung Cancer—Specific Survival

0S Nivo + CT CT Nivo + CT CT
(n=179) (n=179) (n=179) (n=179)
Median OS, mo NR NR _ Median lung cancer— NR NR
HR (98.36% Cl); P value 0.71 (0.47-1.07); 0.0451 NS specific survival, mo
100+ Unstratified HR (95% Cl) 0.69 (0.49-0.97) Tg 100 Unstratified HR (95% Cl) 0.62 (0.41-0.93)
2 T L 79%
S ~
80+ 71% a 807 . e eyt |
NIVO + CT 7 ety o ‘
— A ” SEBEERSR e ooy Pt 70% Ao ,
604 e T = 60+ 9%
X 64%; oo = o 66% o
n Q
O 404 w401
| .
(J]
201 e 20-
©
o
O L] L] L] L] L] L] L] L] L] L] L] L] | &D 0 L] L] L] L] L] L] L] L] L] L] L] L] |
O 6 12 18 24 30 36 42 48 54 60 66 72 78 S O 6 12 18 24 30 36 42 48 54 60 66 72 78
|
No. at Risk Mo From Randomization No. at Risk Mo From Randomization
Nivo + CT 179 168 160 151 147 140 137 129 120 84 41 14 0 O Nivo + CT 179 168 160 151 147 140 137 129 120 84 41 14 0 O
CT 179 169 158 138 123 114 111 103 97 68 36 12 1 O CT 179 169 158 138 123 114 111 103 97 68 36 12 1 O

Spicer. ASCO 2024. Abstr LBA8010. Slide credit: clinicaloptions.com E
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BALIKESIR EDREMIT DEVLET HASTANESI - 30/04/2024 Tarihli Toraks BT
Sol akciger ust lob apiko posterior segmentde duzensiz sinirli 3.8 cm  capinda
malign gérinumde kitle lezyonu izlenmektedir.




TTIAB ve EBUS (Dis Merkez) : Skuamoz Hiicreli Karsinom |

11L: SIVI BAZLI SITOLOJI + HUCRE BLOGU:; HIPOSELLULER ASPIRAT;; - LENFOID

ZEMINE AIT SEYREK HUCRESEL ELEMANLAR r X
1ed

2 2D

avi onerisi icin

Hastanizin KONTRASTLI KRANIAL MRG incelemesinde:Hastaya Gadovist 7.5 ml. FLK.
kullanilmustir.

Her iki lateral ventrikiil dilate olup sol lateral ventrikiil saga gére asimetrik dilatedir.

Sol periatrial beyaz cevherde sekel T2 FLAIR sinyal artigi izlenmistir. Dural sintsler
aciktirKaverndz siniisler simetrik ve agiktir.Pontoserebellar agi sisternalan simetrik, normal
genisliktedir.Sellar, parasellar yapilar normaldir.Orbital yapilar normaldir.Kranioservikal bileske

normaldir.

Diffiizyon kisitlamasi gbsteren lezyon saptanmadi.

Postkontrast seride patolojik kontrastlanma izlenmedi.

PET-CT (09.05.2024)

SO I h I I e r/b ro n ko p u I m O n e r mn’ebﬂnﬂu Heihabl lenfo siromal reaksiyon e birlikte solid adactklar halinde karsinom hicreleri :
Blenmigtie Nimbr olusturan hicreler iri- hiperkromatik veatililer pekirdekli orta geniglikte geffaf yada eoznofilik

alanda SUV 11 LN
Sol akciger Uist lob 45*38
SUV 20 lezyon




Paklitaksel 200 mg/m?2; Karboplatin AUC 5; Nivolumab 360 mg baslandi

20.07.2024: ESKi TETKIKINDE 33,5X30,5 MM BOYUTUNDA
OLCULEN DUZENSIZ SINIRLI ETRAFINDA SiLiK BUZLU CAM
DANSITESINDE ALANLARIN iZLENDIGi YUMUSAK DOKU
DANSITESINDE KiTLE LEZYON GUNCEL TETKIKINDE BOYUTU
REGRESE GORUNUMDE OLUP KAVITERLESMISTIR. SOLID
KOMPONENTI BELIRGIN AZALMIS OLUP BOYUTU 22X26,5 MM
BOYUTUNDA iZLENMISTIR.

2 kUr sonra




4 KUr sonrasl

Sol Ust Lobektomi + Lenfadenektomi

Fikze Fikzasyonun tipi: Formel

Biyiklidk (3 boyut-cm): 18x14x3 cm

Rezeksiyon tipi: Lobektomi

Flevranin &Szellikleri:

Fibroziz: (+)

Fibrin: (+)

Viszeral plewvra tutulumu:

Paryetal plewvra tutulumu:

Timériin Szellikleri:

Biyiklik (3 boyut-mm): 30x20x20 mm

Lok we segment lokalizasyonu: Sol-iist

Eronsla iliski: Bronsla iliskisiz Periferik
Kanama: Gérildi

Hekroz: Gérildi

Kavitasyon: Goriildi

Biyilk damar invazyonu: Goriilmedi

Pulmoner arter cerrahi sinir: Timdr goriilmedi.
Pulmoner wen cerrahi sinir: Timdr gériilmedi.
Interlober fissiire yayilim: Timér gdriilmedi (& cm)
Plevraya yayllim: Gériilmedi

Brong rezeksiyon hattina uzaklik (mm): 4 cm
Plevraya uzaklik (mm): 1 cm

Cevre akcider: Kanamalia
PaCs,BCS,VCS,CA, TC, PL, TS, LGS, P5/V

ancak maliy

NOT: Rkciferde izlenen tlUmér yatadinin tamami Srneklendi. Kesitlerde timdr igi we
cevresinde multiniikleer yabanci cisim tipi dev hiicreler igeren, yer yer
histiyositlerden zengin, genis alanda folikiiler tipte interstisyel inflamasyon,
kolesterol kleftleri ve fibrozis izlendi. CEAlE GlimMGE orans ¥80 SEptandd.

TANI :

I-AKCIGER, SOL UST, LOBEKTOMI: SKUAMOZ HUCRELI KARSINOM, ORTA DERECEDE DIFERANSIE,
NONKERATINIZE, TUMOR ICI VE CEVRESINDE TEDAVIYE SERONDER REGRESYON BULGULARI (BAKINIZ
NOT) .

LENF NODU, 12 NO?LU ISTASYON, 5 ADET: SINUZAL HISTIYOSITOZ, ANTRAKOZ (METASTAZ
GORULMEDI) .

LENF NODU, 14 NO?LU ISTASYON, 1 ADET: SINUZAL HISTIYOSITOZ, ANTRAKOZ (METASTAZ
GORULMEDT) .

LENF NODLARI, MEDIASTINAL DISERSIvON:

II-5 NO?LU ISTASYON, 1 ADET: SINUZAL HISTIYOSITOZ, ANTRAKOZ (METASTAZ GORULMEDI) .
ITI-6 NO?LU ISTASYON, 1 ADET: SINUZAL HiSTivOSiTOZ, ANTRAKOZ (METASTAZ GORULMEDT).
IV-7 NO?LU ISTASYON, 1 ADET: SINUZAL HisTivOSiTOZ, ANTRAKOZ (METASTAZ GORULMEDI) .
V-9 NO?LU ISTASYON, 1 ADET: SINUZAL HISTIYOSiTOZ, ANTRAKOZ (METASTAZ GORULMEDI).
VI-10 HO?LU ISTASYON, 2 ADET: SINUZAL HISTivosSiTOZ, ANTRAKOZ (METASTAZ GORULMEDI).
VII-11 NO?LU ISTASYON, 2 PARCA: sinUzarn HisTivosiToZ, ANTRAKOZ (METASTAZ GORULMEDI).

\djuvan IT dnerildi,
et nedenli devam edilemedli
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CheckMate 77T: perioperative NIVQ in resectable NSCLC

CheckMate 77T study design

Key eligibility criteria

* Resectable, stage lIA (> 4 cm)-llIB
(N2) NSCLC (per AJCC 8th edition)

* No prior systemic anti-cancer
treatment

+ ECOG PS5 0-1

*» No EGFR mutation/known ALK
alterations®

Stratified by
histology (N5Q vs SQ)
disease stage (Il vs Ill),
and tumor PD-L1¢(2 1% vs < 1% vs
not evaluable/indeterminate)

NIVO 36(1 mg Q3W Radio[qgic Surgery
restagin ithi
chemo® Q3W _g’g pg:::’f::]ogd‘;ﬁ\?:;t
(4 cycles) treatment)
PBO Q3W Radiologic Surgery
+ restaging (within 6 weeks

post-neoadjuvant
treatment)

chemod Q3W
(4 cycles)

NIVO 480 mg Q4W

(1 year)

Follow-up
—

PBO Q4W

(1 year)

Follow-up, median (range): 25.4 (15.7-44.2) months

o

4 Primary endpoint Secondary endpoints Exploratory analyses
« EFS by BICR » pCR= by BIPR » EFS by pCR/MPR
* MPR¢by BIPR « EFS by adjuvant treatment
« 0S
» Safety

/

Database lock date: September 6, 2023.

ANCT04025879. PEGFR testing was mandatory in all patients with NSQ histology. ALK testing was done in patients with a history of ALK alterations. EGFR/ALK testing done using US FDA/local health authority-approved
assays. “Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako). “NSQ: cisplatin + pemetrexed, carboplatin + pemetrexed, or carboplatin + paclitaxel; SQ: cisplatin + docetaxel or carboplatin + paclitaxel. 2Assessed per
immune-related pathologic response criteria.! BICR, blinded independent central review; BIPR, blinded independent pathological review. 1. Cottrell TR, et al. Ann Oncol 2018:29:1853-1860.



Baseline patient characteristics

CheckMate 77T: perioperative NIVO in resectable NSCLC

NIVO + chemo/NIVO Chemo/PBO NIVO + chemo/NIVO Chemo/PBO
(n=229) (n =232) (n = 229) (n =232)2
Median age, years (range) 66 (37-83) 66 (35-86) .
Male, n (%) 167 (73) 160 (69) Smoking status, n (%)
- - Current/former 212 (93) 205 (88)
Geographic region, n (%) Never 17 (7) 27 (12)
North America 23 (10) 21 (9)
Europe 123 (54) 127 (55)
Asia 65 (28) 50 (22) Tumor PD-L1 expression,f n (%)
Rest of the worldP 18 (8) 34 (15) Not evaluable 8 (4) 11 (5)
£COG PS, n (%) o 125 (56 128 (59
‘13 18427 ((36;} 19411 ((369‘)) 1-49% 83 (36) 76 (33)
= 50% 45 (20) 52 (22)
Disease stage,® n (%)
[IA-B4 81 (35) 81 (35)
[11A-B® 146 (64) 149 (64) Platinum therapy type, n (%)
Histology, n (%) Cisplatin 55 (24) 42 (18)
Squamous 116 (51) 118 (51) Carboplatin 167 (73) 180 (78)
Non-squamous 113 (49) 114 (49)

« PD-L1 1-49% subgroup mostly consisted of patients with low tumor PD-L1 expression level; median tumor PD-L1 expression in this subgroup
was 10% across both treatment arms

Percentages may not total 100 due to rounding. *1 (< 1%) patient with squamous histology had a reported EGFR mutation; this was tested locally and could not be confirmed due to site closure. ®Includes only Argentina,
Australia, Brazil, and Mexico. “Disease stage (per AJCC 8th edition) as reported in case report forms. 2 (1%) patients in the NIVO + chemo/MIVO arm had stage IIIC disease, and 2 (1%) patients in the chemo/PBO arm had stage
IV disease. d5tage |14 was reported in 15 (7%) patients in the NIVO + chemo/MNIVO arm and 18 (8%) patients in the chemo/PBO arm; stage IIB disease was reported in 66 (29%) and 63 (27%) patients, respectively. *Stage IllA was
reported in 103 (45%) patients in the NIVO + chemo/NIVO arm and 114 (49%) patients in the chemo/PBO arm; stage 1B disease was reported in 43 {19%) and 35 (15%) patients, respectively. fDetermined using the PD-L1 IHC 28-
8 pharmDx assay (Dako).




CheckMate 77T: perioperative NIVO in resectable NSCLC

Treatment and surgery summary

461 randomized patients

NIVO + chemo/NIVO Chemo/PBO

_— . n = 229 n = 232 [ .
i' 34 (15%) discontinued i Received neocadjuvant treatment Received neoadjuvant treatment { 25 (1 1_%:' discontinued }
i neoadjuvant treatment E 228 (> 99%) 230 (99%) | neoadjuvant treatment i
i Study drug toxicity 21 (9%) | | Study drug toxicity 11 (5%) |
i Disease progression 3(1%) | | Completed neoadjuvant treatment Completed neoadjuvant treatment | Disease progression 3(1%) |
\Other® L v 194 (85%) 205 (89%) \Otherr  MER)y
/ 46 (20%) had cancelled \‘: l Iff 50 (22%) had cancelled \.".
definitive surgery i | definitive surgery |

Disease progression 13 (6%) i i Disease progression 22 {1( 0%) |

! Patient refusal 11 (5%) | . oo . o i Patient refusal 8(3%) |
| Surgeon decision 8 (4%) E Received definitive surgery® Received definitive surgery ' Surgeon decision 6 (3%) |
AE 7(3%) | 178 (78%) 178 (77%) | AE 4(2%) !
\ Other 7(3%) | Other 10 (4%)

" 39 (17%) did not receive {29 (13%) did not receive
Received adjuvant treatmentec | adjuvant treatment

Study d?dj Lgii':; treatmqu % Received adjuvant treatmentc ) L
: ug ity ) i 142 (62%) 152 (66%)  Disease progression 14 (6%) |
i Disease progression 5 (2%) i i Study drug toxicity 5(2%) |
\Other® 2% Median doses (range), 13 (1-13) Median doses (range), 13 (1-13) \Other® 10 (4%) ;

o v e -,

49 (34%) discontinued 1 l 1 l 7 52 (34%) discontinued
adjuvant treatment ’ adjuvant treatment

{ i

; Study drug toxicity 17 (12%) : Disease progression 37 (24%

| Disease progression 16 (11%) | 85 (60%) 8 (6%) 92 (60%) 8 (5%) Stucy drug toxicity 3‘(2%}
 Other 16 (11%) | completed ongoing completed ongoing | Other® 12 (8%)

s
S ——

All percentages calculated from patients who received neoadjuvant study treatment except for discontinuation of adjuvant treatment. 2Included AE unrelated to study treatment, patient request, withdrawn consent, and
no longer meeting study criteria. ®Surgery status was not reperted in 2 (1%) patients in the NIVO + chemo/NIVO arm. ©3 patients in each arm did not receive surgery but received adjuvant treatment.



Surgical outcomes

Extent of resection? Completeness of resection
100 - 100 -
80 80 -
£ 60 £ 60 -
9 @
= =
£ £
n"f 40 E 40 -
20 20 -
i1 10
0 0 -
n/H 1424178 1287178 16/178 247178 n'H 15957178 1617178 1941785 17/178C
Lobectomy Pneumonectomy RO R1/R2

B NIVO + chemo/NIVO ¥ Chemo/PBO



CheckMate 77T: perioperative NIVO in resectable NSCLC

Primary endpoint:
EFSa per BICR with neoadjuvant NIVO + chemo/adjuvant NIVO vs chemo/PBO

NIVO + chemo/NIVO Chemo/PBO

(n=229) (n =232)
Median EFS, mo NR 18.4
(95% Cl) (28.9-NR) (13.6-28.1)
HR (97.36% Cl)b 0.58 (0.42-0.81)
0.00025

NIVO + chemo/NIVO
& )

L—A&—&—A
Chemo/PBO

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months from randomization

No. at risk
NIVO + chemo/NIVO 229 208 173 157 141 134 115 89 69 46 20 7 4 2 0
Chemo/PBO 232 204 165 138 118 106 78 59 44 29 19 10 6 1 0

» EFS per investigator assessment, NIVO + chemo/NIVO vs chemo/PBO: HR, 0.56; 95% Cl, 0.41-0.76

Median follow-up (range): 25.4 months (15.7-44.2).
aTime from randomization to any disease progression precluding surgery, abandoned surgery due to unresectability or disease progression, disease progression/recurrence after surgery, progression in patients without
surgery, or death due to any cause. Patients who received subsequent therapy were censored at the last evaluable tumor assessment on or prior to the date of subsequent therapy. bUnstratified HR (95% Cl), 0.59 (0.44-0.79).



CheckMate 77T: perioperative NIVO in resectable NSCLC

EFS analysis by key subgroups

Median EFS,2 mo

Unstratified HR (95% Cl)

Overall (N = 461) NR 18.4 ——— 0.59 (0.44-0.79)
< 65 years (n = 202) NR 16.7 ———— 0.55 (0.36-0.85)
> 65 years (n = 259) NR 20.1 e — 0.61 (0.41-0.91)
Male (n = 327) NR 16.7 ——— 0.53 (0.37-0.75)
Female (n = 134) 30.2 18.8 . 0.71 (0.41-1.20)
North America (n = 44) 30.2 9.4 R 0.59 (0.25-1.38)
Europe (n = 250) NR 23.7 —_— 0.61 (0.40-0.92)
Asia (n = 115) NR 13.9 ® 0.47 (0.26-0.86)
ECOG PS O (n = 288) NR 20.1 S — 0.57 (0.39-0.83)
ECOGPS 1 (n=173) 29.0 17.3 — 0.61 (0.39-0.97)
Stage Il (n = 162) NR NR . 0.81 (0.46-1.43)
Stage Ill (n = 297) 30.2 13.4 — 0.51 (0.36-0.72)
NO (n = 167)° NR NR . 0.80 (0.48-1.32)
N1 (n = 108)P NR 28.1 . 0.58 (0.29-1.16)
N2 (n = 182)b:c 30.2 10.0 —— 0.46 (0.30-0.70)

Single-station (n = 112) 30.2 10.0 . 0.49 (0.29-0.84)

Multi-station (n = 69) NR 10.0 ® 0.43 (0.21-0.88)
Squamous (n = 234) NR 17.0 — 0.46 (0.30-0.72)
Non-squamous (n = 227) 28.9 18.4 ® 0.72 (0.49-1.07)
Current/former smoker (n = 417) NR 17.0 —_—— 0.54 (0.40-0.74)
Never smoker (n = 44) 19.7 25.0 ® 1.32 (0.54-3.20)
PD-L1 < 1% (n = 186)d 29.0 19.8 ® 0.73 (0.47-1.15)
PD-L1 > 1% (n = 256)d NR 15.8 ———— 0.52 (0.35-0.78)
PD-L1 1-49% (n = 159)¢ 30.2 28.1 ° 0.76 (0.46-1.25)
PD-L1 > 50% (n = 97) NR 8.0 < . 0.26 (0.12-0.55)
Cisplatin (n = 97) 27.0 15.8 * 0.61 (0.35-1.08)
Carboplatin (n = 347) NR 17.3 | e | | 0.53 (0.37-0.75)

gg?;];rca?l:?l‘gc-i:rs(t?tzie\;sz Z;"r]n 2 I;taht?e(r:tss:z\fztﬁl)).category was not reported in 1 patient.Baseline characteristics 0.125 0.25 0.5 1 2 4
were similar across treatment arms in the N2 nodal status subgroup, which comprised ~40% of patients. 9Tumor PD-L1 Favors N|VO + chemo/NIVO < > Favors chemo/PBO

expression was not evaluable/indeterminate in 19 patients. eMost patients in this subgroup had low PD-L1 expression
(median 10% across both arms).



CheckMate 77T: perioperative NIVO in resectable NSCLC

pCR2 and MPRP per BIPR

pCR PR

50 - OR, 6.64 (95% Cl, 3.40-12.97)d 50 — OR, 4.01 (95% Cl, 2.48-6.49)d
Difference Difference
40 - 20.5%4d.e 40 - _ 23.2%4d:h
35.4%
L 30- < 30-
O 25.3%f )
) d
© ©
5Q 20 ‘?é 20
12.1%)
10 10
4,7%3
- 0
NIVO + chemo/NIVO Chemo/PBO NIVO + chemo/NIVO Chemo/PBO
n/N 58/229 11/232 n/N 81/229 28/232
. NIVO + chemo/NIVO - Chemo/PBO

a0% residual viable tumor cells post-surgery in both primary tumor (lung) and sampled lymph nodes per immune-related pathologic response criteria. < 10% residual viable tumor cells post-surgery in both primary tumor
(lung) and sampled lymph nodes per immune-related pathologic response criteria. cPatients who did not undergo surgery or received alternative anti-cancer treatment prior to surgery were classified as non-responders.
dCalculated using the stratified Cochran-Mantel-Haenszel method. ¢395% Cl: €14.3-26.6; 119.8-31.5; ¢2.4-8.3;115.8-30.6; 129.2-41.9; i8.2-17.0. BIPR, blinded independent pathological review.



CheckMate 77T: perioperative NIVO in resectable NSCLC
pPCR analysis by key subgroups

Unweighted difference,

Unweighted difference, % (95% Cl)

% (95% CI)

Overall (N = 461) 25.3 4.7 —— 20.6 (14.3-26.9)
< 65 years (n = 202) 25.5 4.0 — 21.5 (12.0-31.0)
> 65 years (n = 259) 25.2 5.3 ———— 19.9 (11.4-28.5)
Male (n = 327) 26.9 5.0 —_— 21.9 (14.3-29.5)
Female (n = 134) 21.0 4.2 —_— 16.8 (5.7-28.8)
North America (n = 44) 13.0 0 . 13.0 (-4.6 to 32.1)
Europe (n = 250) 22.0 5.5 —_— 16.4 (8.0-25.0)
Asia (n = 115) 36.9 2.0 ® 34.9 (21.3-47.2)
ECOG PS O (n = 288) 25.9 5.0 —_— 20.9 (12.8-28.9)
ECOGPS 1 (n=173) 24.4 4.4 e — 20.0 (9.8-30.6)
Stage Il (n = 162) 29.6 3.7 — 25.9 (14.9-36.9)
Stage Ill (n = 299)b 23.0 5.3 —— 17.7 (10.0-25.5)
Squamous (n = 234) 28.4 5.9 ——— 22.5 (13.1-31.8)
Non-squamous (n = 227) 22.1 3.5 —— 18.6 (10.2-27.4)
Current/former smoker (n = 417) 25.9 4.9 —_—— 21.1 (14.4-27.7)
Never smoker (n = 44) 17.6 3.7 * 13.9 (-4.6 to 37.5)
PD-L1 < 1% (n = 186)¢ 12.9 4.3 —_— 8.6 (0.4-17.3)
PD-L1 > 1% (n = 256)¢ 35.2 4.7 ——— 30.5(21.2-39.4)
PD-L1 1-49% (n = 159) 26.5 3.9 . —— 22.6 (11.7-33.3)
PD-L1 > 50% (n = 97) 51.1 5.8 . 45.3 (28.1-59.8)
Cisplatin (n = 97) 29.1 4.8 * 24.3 (9.2-37.8)
Carboplatin (n = 347) 24.6 5.0 — 19.6 (12.3-27.0)
| | | | |

|
-30 -15 0 15 30 45 60
Favors chemo/PBO <«—— Favors NIVO + chemo/PBO

aPer BIPR. PIncluded 2 patients with stage IV disease. cTumor PD-L1 expression was not evaluable/indeterminate in 19 patients.



Safety summary? across study phases

Grade aAny 3-4
B B HIvD + chemoMIvo
B B chemo/'PBED

All AEs®

TRAEs®

All AEs leading
to discontinuation®

TRAEs leading
to discontinuationt

All SAEst

Treatment-related SAEsP

25% W 11%
14% BE7 6%

472% I 31%
B 20%

19% N 10%

28% g

Overall

19% HlN 7%
11% B0 5%

14% BE7 o%

100

50

0
Patients (%)

50

100

Neoadjuvant period

95% __ 96%

so% NG N 55%
27% BB 23%

13% N 7%
9% B 4%

11% N 5%
Bx B 4%

21% I 15%
14% B27] 8%

14% WD 8%
10% EE7 5%

100 50 0 &0 100
Patients (%)

Adjuvant period

7% I D 30%
e o] 15%

50% I 30%
8% B 3%

14% WD 5%
5% B 1%

10% W 3%
4% E 0%

22% HEM 15%
13% BEB7 9%

7% B 1%
4% B 1%

100 50 0 50 100
Patients (%)

« Any-grade surgery-related AEs occurred in 73 (41%) and 69 (39%) patients in the NIVO + chemo/NIVO and chemo/PBO arms,
respectively; 21 (12%) patients in each arm experienced grade 3-4 events®

+ Treatment-related deaths occurred in 2 (1%) patients in the NIVO + chemo/NIVO arm (1 due to grade 5 pneumonitis and 1 due to
grade 4 pneumonitis, both occurring after completion of neocadjuvant treatment)



KEYNOTE-671 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q2W
+

Kev Eligibility Criteriz Cisplatin anl:r:femnitahine" Pembrolizumab 200 mg IV G3W

* Pathologically confirmed, resectable Cisplatin and Pemetrexed®

stage Il, A, or lIB (M2) NSCLC
per AJCC wB

for up to 13 cycles

for up to 4 cycles

* Mo pricr therapy

* Able to undergo surgery —
. _ _ Placebo IV Q3W

* Provision of turnor sarmiple for +
PD-L1 evalustion®

Cisplatin and Gemcitabine® Placebo IV GIW
* ECOGPS0or1 or
Cisplatin and Pemetrexed”

for up to 13 cycles

for up to 4 cycles

Stratification Factors Dual primary end points: EFS per investigator review and OS5
= Disease stage (Il vs [}
« PD-L1 TPS? («<50% vs 250%) Key secondary end points: mPR and pCR per blinded, independant
+ Histology (squamous vs nonsquamous) pathology review and safety
= Geographic region (east Asia vs not east Asia)




Baseline Characteristics, |A2

Median age (range], years
Male
Race
American Indian or Alaska Mative
Asian
Black or African American
Mluktiple
White
Missing data
Geographic region
East Asia
Mot east Asia
ECOG PS5
H]
1
Histology
Monsguamaous

Squamous

= A5 determined by Imaging and blopsy. ® EGFR mutatian and ALK transiccation status were tested locally per investigator di
257 (64.3%) In the placeno am; ALK status was unknown in 281 (70.8%) and 259 (64.8%), respecively. Data cutof? date

Pembro Arm
(M = 35T)

B3 (26-83)
279 (70.3%)

1 {0.3%)
124 (31.2%)
8 (1.5%)
3 (0.8%)
250 (83.0%)
13 (3.3%)

123 (31.0%)
274 (BO.0%)

253 (B3.7%)
144 (38.3%)

226 (50.8%)
171 (42.1%)

Flacebo Arm
(N = 400)

B84 (35-B1)
284 (71.0%)

0
125 (31.3%)
10 (2.5%)
10 (2.5%)
230 (59.8%)
16 (4.0%)

121 (30.3%)
270 (89.8%)

245 (B1.5%)
154 (38.5%)

227 (58.8%)
173 (43.3%)

Smoking status
Current
Former
Mewer
Climical stage?
[}
(1120
mes
N status®
M
M1
i
PD-L1 TPS
=50%
1-48%
=1%
Known EGFR mutation®
Known ALK translocation®

10, 2023.

Pembro Arm
M= 397)

06 (24.2%)
247 (62.2%)
54 (13.8%)

118 (20.7%)
217 (54.7%)
62 (15.6%)

148 (37.3%)
B1 (20.4%)
168 (42.3%)

132 (33.2%)

127 (32.0%)

138 (34.8%)
14 (3.5%)
12 (3.0%)

Placebo Arm
(M = 400)

103 (25.8%)
250 (B2.5%)
47 (11.8%)

121 (30.3%)
224 (56.0%)
55 (13.8%)

142 (35.5%)
71 (17.8%)
187 (46.8%)

134 (33.5%)

115 (28.8%)

151 (37.8%)
19 (4.8%)
9 (2.3%)

. EGFR status was unknawn In 272 (68.5%) participants In the pembre arm and




KEYNOTE-671 Results: Interim Analysis 1
Median Follow-Up?2: 25.2 months (range, 7.5-50.6)

= MNeoadjuvant pembrolizumab + chemotherapy followed by surgery and adjuvant pembrolizumab
significantly improved EFS, mPR, and pCR compared with neoadjuvant chemotherapy and surgery alone

« AE pmﬂle was as expected based on the known nrofiles of the individual treatment comnonents

Event-Free Survival, |A2
Median Follow-Up: 36.6 months (range, 18.8-62.0)

100 EFS- Pts wi Median
100+ Ewvent (95% CI), mo
Ly HR 0.58 {35% CI, 0.46-0.72) 12-mo rate 24-mo rate 36-mo rate 48-mo rate
2= M P < 000001 a0 H Pembro arm 43 8% 47.2 (32.8-MR)
70 80 73.8% Placebao arm 62.0% | 18.3(14.8-22.1)
# B0 704
0 50 R0 ’ t 54 3% h
W 3% J"-'lu.uLu_um..l 43 4%
@ 50+ 4% T T HR 0.59 (95% Cl, 0.48-0.72)
30 w .
A4 35.4%
204 i /
o :%L‘MJN‘_\ —
104 s INRE TR
G 1 1 1 1 | | | 2[}_'
0 & 12 15 24 a0 35 10
Mo, 3t risk Montha 0+t e  EREREEREEEE e e T 1
) 13] 2 172 17 TE a2 0 B 12 18 24 30 36 42 48 54 60 66
400 2 1E3 124 4 38 4
No. atrisk Months
kLT 339 2682 250 96 102 3 ]
400 308 232 189 128 B7 ER 34 18 [ 1 i



Event-Free Survival in Subgroups, A2

Subgroup Eventa/participants Hazard ratlo [35% C) Subgroup Events/participants Hazard ratho (35% CI)
Pembro Placebo Pembors  Placebs
Arm Arm ) Arm Arm
Overall 1741397  248M00 + 0.59 {0.48-0.72) overall 174/397 2480400 2 0.59 (0.48-0.72)
Age i Clinical stage
<B5 BAIZ21 1361214 -+ 0.51 {0.39-0.67) ] 4118 EH - 0.59 (0.40-0.58)
265 y BEMTE 112185 -+ 0.70 {0.52-0.92) mi&, 100217 1450224 -+ 0.57 (0.44-0.74)
Sax i ne 52 41755 —— 0.57 {0.36-0.90)
Female 4TH18  TOM1E - 0.52 {0.360.75) M status
Male 1271279 1781284 + | 0.62 {0.43-0.78) cHO SO/148  BaN42 - 0.55 {0.41-0.81)
Racs £M1 29i81 3T —— 0.56 (0.35-0.91)
White 109250 1514239 - 0.56 {0.44-0.72) eNZ 86M6E  126MB7 - 0.63 {0.48-0.82)
Al others 571134  BSM45 -+ 0.63 {0.45-0.58) PD-L1TPS
Geographic region 250% 41132 T — 0.458 (0.33-0.71)
East Asla 51123 TaM —— 0.63 {0.44-0.91) 1-48% 55127  TEM1S — 0.52 {0.360.73)
Moteast Asla 1231274 1781279 -+ 0.57 {0.450.72) =1% TEA3E 102151 -+ 0.75 {0.56-1.01)
Smoking status i EGFR mutation
Current 4406  EAMD3 — 0.53 {0.36-0.77) Mo 42111 THM — 0.55 (0.38-0.81)
Farmer 1051247 1551250 -+ 0.59 {0.4540.75) Yes 514 13119 —— 0.32 (0.11-0.91)
Mever 2554 25147 ——  0.77 {0.44-1.35) Unknown 1271272 1634257 + 0.62 (0.£8-0.79)
Hiztology i ALK translocation
Monsquamous 1021226 1311227 -+ 0.66 (0.51-0.56) Mo 421104  BSM32 - 0.50 (0.350.73)
SQuUamous 72H71 1TAT3 -+ 0.51 {0.38-0.59) Unknown  126/281 1604259 +* 0.62 {0.49-0.78)
u:u.n'_:uJ 005 0.2 051 23 E-.E_z 005 02 051 23

—
Pambra  Placebo
&rm Better  Arm Beter

"
Pembro Placsbo
arm Betisr Anm Battar



Overall Survival, |A2
Median Follow-Up: 36.6 months (range, 18.8-62.0)

Pts wi Mediam
12-ma rate 24-mao rate J6-mo rate 48-mo rate Ewvent {95% CIl), mo
100+ ! B7.6% ! ! : Pembro anm 27T.T% HR (MR-MR)
00 - ey, | |B7.T% | 79.0% ! ;
| Ll | 74 7% : +1.3% i Placebo arm 36.0% 52.4 (45.7-MNR)
80- | g | 64.0% $67.1%
70 | ! 151.5%
| |
. | | I
== 60 i | i
g 50~ | i | s ( )
| | | H
A0~ i { ! . . N —
20 | . Subsequent Systemic Anticancer Therapy In Participants
T | i With Recurrence or PD, IA2
20 | |
10 | :
i | Pembro Arm Placebo Arm
D——l—v—l—l—l—r'r—l—l—l—l—l—n—l—r—lj—l—l—r—r'r-'l—! (n =125) (n =208)
0 i 12 18 24 Any subsequent systemic therapy? 88 (70.4%) 160 (76.9%)
No. at risk PD-1 or PD-L1 inhibitor-based regimen® 27 (21.6%) 104 (50.0%)
387 N 347 327 271 Chemotherapy-based regimen 54 (43.2%) 72 (34.6%)
400 379 247 319 256
TKl-based regimen® 23 (18.4%) 25(12.0%)
Other 9(2.7%) 3(1.4%)



‘ AAGR ANNUAL
Schema of the AEGEAN Trial g MEETING

APRIL 14-19 « #AACR23

Study population

Durvalumab 1500 mg IV +

Durvalumab 1500 mg IV

« Treatment-naive platinum-based CT* Q4W for 12 cycles

Q3W for 4 cycles
» ECOGPSOor1

+ Resectable NSCLC*
(stage IIA-IIIB[N2]; AJCC 8" ed)

« Lobectomy, sleeve resection, or
bilobectomy as planned surgery*

Randomization stratified by:
+ Disease stage (Il vs Ill)
* PD-L1 expression (21% vs <1%)

Placebo IV +
» Confirmed PD-L1 status? platinum-based CT?

»  No documented EGFR/ALK N=802 Q3W for 4 cycles
aberrations” randomized

Placebo IV
Q4W for 12 cycles

Endpoints: All efficacy analyses performed on a modified population that excludes patients with documented EGFR/ALK aberrations?

Primary: l&( secondary:
» pCR by central lab (per IASLC 2020") * MPR by central lab (per IASLC 2020")
» EFS using BICR (per RECIST v1.1) * DFS using BICR (per RECIST v1.1)

+ 0OS



Table 1. Characteristics at Baseline and Planned Treatment,

Medified Intention-te-Treat Population.”

Durvalumab Group Placebo Group

Characteristic [N =368 (N=374)
Age

Median (range) — yr 65 (30-E8) 65 (39-83)

=75 yr— no. (36) 44 (12.0) 36 (9.6)
Disease stage — no. (%)Y

I 104 (28.4) 110 {29.4)

IA 173 (47.3) 165 (44.1)

1B 38 (24.0) 98 (26.2)
THM classification, primary tumer — no. (36) |

Tl 44 (12.0) 43 (11.5)

T2 97 (26.5) 108 {28.9)

T3 128 (35.0) 129 (34.5)

T4 97 (26.5) 94 (25.1)
THM stage, regional lymph nodes — no. (38)

NOD 110 (30.1) 102 (27.3)

N1 75 (20.5) 87 (23.3)

N2 181 (49.5) 185 (49.5)

Single-statien 141 (33.5) 132 (35.3)
Multistation 34 (9.3) 40 (10.7)

. 64.5

&

1

[

Percentage of Patients
"
[ == :I'J (= (=]

(=]

{95% €1, 58.5-69.6)

Event-free Survival at 12 Mo

Stratified HR for disease progression,

Ta-T78 1% recurrence, of death, 0.68

(95% I, 0.53-0.88); P=0.004

s —-— Durvalumab

Placebo

] T T T T T T 1 T 1
21 2 27 30 331 36 39 42 45 4§

32% reduction in the risk of disease progression

L ] I L)
o0 3 6 9 12 15 18
INONSGUAMOUS 3i3 NI [NE-TK]  £3.8 [19.3-T9K) e Wb [LAELY)
Disease stage H
I 214 NR (NR-NR) 311 (25.4-NR) ———i (.76 (0.43-1.34)
A 138 NR (NR-MR) 195 {IL7-NR) —— 0.57 (0.33-0.83)
e 186 119 (IL7-NR) 189 (11.8-NR) ] 0.83 [0.52-132)
Lymph node station !
N2 single m NR (NR-MR) 228 (126-NR) —_— 0.61 [033-0.54)
N2 multi 74 119 (93-NR) 122 (T2-NR) b 069 (0.33-1.38)
PD-L1 expression at baseline i
Tumor cell <1% 47 NR {14.9-NR} 206 {13.5-NF) s 0.76 [043-117)
Tumor cell 1-49% 277 NR (319-MR) 254 (122-NR) Lo (.70 (0.46-1.05)
Tumor cell =508 26 NR (NR-MR) 262 (143-NR)  +——a—r 0.60 0.35-1.01)
Dlanmad mansdiimramt alasimom o '
Pathological Complete Response
100+
90+
w
4 80+
= 70
& 2
? 60
o 50
[
& 40
<
g 304
& 20+
104
0
Durvalumab Placebo
(N=366) (N=374)
Dist . . T
I 214 212 (13.8t030.3) 4.5 (L5to10.3) ' — 166 (3.1 to 26.0)
na 333 185 (130t025]) 43 (Z1tod3) L —— 136 (7.1to 20.7)
ne 186 102 (4.8ta185) 11 (D610 8.7) —— 7.2 (D.1to 15.7)
Lymph node station !
N2 single ] 184 (12410 25.8) 45 (L7t 9.6) b ——— 139 (6.6 to 2L.7)
N2 multi 74 £3 (1.9 to 23.7) 50(06t0169) b———e——y 38 (-9.2 to 18.8)
PD-L1 expression at baseline L
Tumar cell <1% 47 9.0 (4.6 to 15.6) 132 (D310 3.0) —— 5.8 (-0.21ta127)
Tumar cell 1-49% 277 163 (105to23.6) 4.9 (20t09.9) L o—.— 11.4 {43 t0 19.1)
Tumar cell =509 216 275 (19410 369) 4.7 (L5to 10.5) pt———i 22.8 {13.7 t0 32.5}




Erken evre KHDAK’nde Perioperatif immunoterapi

_ Nivolumab Nivolumab Pembrolizumab  Durvalumab Torpalimab Nivolumab
m HIA-1IB IB-1I1A lIA- 1B I1A- 1B -1l IA-I11B
6 ay Opsiyonel 1yl 1 yil 1 yil 1yl
Definitif %93 %96 %98 %98 %89
cerrahi

pCR %37 %24 %18 %17 %25 %25
_ %53 %30 %33 %48 %35
_ %67 %64 %62 %63 %65 NR




VAKA 3 : IK, yas Erkek hasta

Temmuz 2023

>Kilo kaybi, halsizlik, oksuruk
»>Kronik hast yok, 30 p/y
»>04/22de Acil Appendektomi
>Aile oykusu: Dayi Akec Ca

»>FM: Spesifik bulgu yok

»>PAAC: Sag Akc Uist zonda opasite

Subkarinal 15 mm LAP ile uyumlu oval noduler dansite
izlenmektedir.

Sag akciger Ust lob anterior segmentte yaklasik
41x43x37 mm boyutlara ulasan konturu diizensiz -
spikuler kitle (Primer malignite?, PET CT inceleme ile
korelasyon ve sitolojik degerlendirmesi 6nerilir).




6 Agustos 2023 PET-CT: Sag akciger Ust lob anterior segment te 40x38 mm boyutlarin daki kitle lezyonun da (SUD max 11.0),
mediasten de sag da paratrakeal alan da 37 mm boyutlarin da nodal lezyon da (SUD max 8.5), sag da hiler bolge de en blyugu

25 mm boyutlarin da nodal lezyonlar da (SUD max 6.3) , subcarinal alan da 27 mm boyutlarin da nodal lezyon da (SUD max
9.3) artmis FDG tutulumlar dikkati cekmistir.

10.08.2023 Kontrastli Kranial MRG: Normal limitlerde inceleme

TiiAB Patoloji: SCC; PDL-1 %30




Paklitaksel 200 mg/m2; Karboplatin AUC 5; Nivolumab 360 mg X 3 kir

Preop PET-BT:

20.10.2023: Agustos 2023 tarihli PET/BT incelemesi ile
kasilastirmali olarak yapiimistir. Sag akciger Ust lob anterior
segmentte yer alan primer malign timoral lezyonun boyut
ve metabolik aktivitesi kismen azalmistir (eski cap
40x33mm, yeni gap 21x18mm, eski SUDmax 11, yeni
SUDmax 4.7).

- Sag alt paratrakeal, trakeabrongial ve sag hiler nodal
istasyonlarda izlenilen metastatik lenf nodlarinin boyut ve
metabolik aktivitesi kismen azalirken, subkarinal lenf nodu
bu ¢alismada gozlenmemistir.




Operasyon Patolojisi ile MDT

Ek Adjuvan 3 kir Paklitaksel/Karboplatin
+ Nivolumab 360 mg/3w

Bitiminde Nivolumab 480 mg / 4 haftada bir
adjuvan devam edildi




Haziran 2024: Bayilma

Kontrasth MRI: Sag inferodorsal
temporal kortikosubkortikal yerlesimli,
18 mm capta nodiler nonhomojen
sinyal 6zelliklerinde solid mass.
Perilezyonel orta derecede vazojenik
ddem.

PET-CT: Belirgin FDG afiniteli malignite bulgusunun
saptanmadigi tim vicut PET/CT calismasi

CTC/ctDNA - Epitelyal malignite bulgusu Negatif




Kasim 2024: Sikayeti yok, Kontrol MRIda lezyonda biiylime

MR Spektorokopi incelemesinde nekroz ile uyumlu yaygin laktat pikleri izlend..
Bulgular nekroz/radyasyon nekrozu lehine yorumlanmistir.

03.06.2024 tarihli PET-BT ile karsilastirildiginda:
Belirgin FDG afiniteli malignite bulgusunun saptanmadigi tim vicut PET/CT
calismasi.

NRS konseyinde tartisildi; Cerrahi bir secenek; goruntulerin radyonekroz
olasihgi sebebiyle dncelikle sistemik tedavi ile 2 ay sonra kontrol

Bevasizumab 7.5 mg/kg/2w baslandi



Perioperatif TKI??

EGFRm NSCLC
{del 19 or L&5S8R)
Stage IIIA (N2)
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2011-2017 China; 72 pts.

Erlotinib

& weeks

) Surgery -

Erotinib

12months

Primary end point: ORR
Secondary end points:
pCR

PFS

fat-3

CTONG 1103: Neoadjuvant Erlotinib in N2 EGFRm NSCLC (RPII)

W —
Neoadjuvant Osimertinib Trials in Operable EGFRm NSCLC

Author Phase Stage EGFR N Regimen ORR pCR MPR
Lyu et al 1l [I-111B Del19 40 Osimertinib  71.1% 3 6% 10.7%
or B weeks
L858R
Blackelyetal |l -111A Del19 13 Osimertinib  46% 0% 15%

Zhong et al

RPII

or
L858R

A Del 19
or
LB58R

6 weeks

Erotinib 54 1%
6 weeks




NeoAdaura

f \ Placebo +
Chemotherapy (3 cycles; Q3W)
Resectable
Adjuvant:
Stage lI-llIB Osimertinib + M:R | Investigator E:S
Chemotherapy (3 cycles; Q3W) choice
EGFRm NSCLC PCR | (optimal care) 03
(Ex19del / LB58R)
\ J Osimertinib (9 weeks)

Ex19del, Exon 19 deletion; NSCLC, non-small cell lung cancer; EGFRm, epidermal growth factor receptor
mutation-positive; R, randomisation, Q3W, every three weeks; MPR, major pathological response; pCR,

complete pathological response; EFS, event-free survival; OS, overall survival.



Table 2

Omgoing clinical trials investizgating (neojadjuvant TEIs in oncogenic MSCLCs.

Oincogens {Mead Study Phaw  Sage Fegimen No.  Primary
adjurvart edpaint
EFR mutation Adijuvant ICTAN 1 Il A=A CT ws CT + icodinib for 6 or 12 mo 318 DF%s
[MCTO199609E)
CORIN 1 IE Clinical abservation vs icotinib for 12 mo 1ZE8 05
[MCTO2264210])
ALCHEMIST 1 IE (T 2> d4cm) = 1A CT ws CT + erlotinib for 2 450 05
[(MCTO2193282)
APEX I l=14 CT w& CT + Almonertinib for 3 v ve b D¥FE
[NCTO4762459) Almonertinib for 3 ¥
Neoadjiavant MNeosADALURA I Tl=I11E (2] Dsimertinib v& osimertinib + CT v placebo + 328 MPR
(NCT04351555) CHT — surgery — investigator choice
[ogimertinib for 3 ¥)
ANSWER n A N2 Almonertinib ve Erlotinib/CT 168 OER
[(MCTO4455554)
Neolpawer 1 Il=[1IE leatinib + CT for 2 eyeles — surgery 7 MPH
[WCTOS1047BE)
NCTO4201756 1 m Afatinib 16 weeks — surgery — Alatinib for 1y 47 OFRR
NCTOI740213% 1 1A N2 leotinib for 8 w — surgery — icotinib for 2y 36 OFER
ALK redrrangem el Adjuvant ALCHEMIST m IE (T 2 4 cm) = [ILA CT w& CT + erizotindb for 2 ¥ 450 08
[(NCTO2193282)
MNCTOSZ241028 1 IR (T 2= 4 cm) = [[A Ensartinil for 3 y Bl 3 y=DFSH
Neoadjuvant ALINA 1 IE (T > 4 cm) = [[lA CT ws alectinib for 2 y I55 DF%s
[MCTO3456076)
ALNeo I m Alectinib 2eyeles — surgery — alectinibfor 2y 33 MPFR
[(MCTOS015010)
RET Adjuvane LIERETTO=432 m IB-IIIA Surgery/radiation — selpercatinib for 3 v 170 EFS
[(MCTO4819100])
MET Neoadjuvant Geaelry=i n Stages IB=IIlA, N2 and Capmatinib — surgery — adjuvant capmatinib =~ 38 MFPR
[MCTO4926831 ) sedected B (T3NZ or
TANZ)
Other mutations ALK/ Neoadjuvant  NAUTIKAL I Ii=I11 TKI Zeyches — Surgery — CT + TKI for 2 ¥ 60  MPR
ROSI/BRAFY RETY [MCTO4302025) [alectinib, entrectinib, pralsetinib,
NTRE vemurafenib + cobimetinib)

DFS, disease-free survival; DFSR, disease-free survival rate; 05, overall survival; MPR, major pathological response; ORR, objective response rate; RR, resection rate;

CT, chemotherapy; TEL tyrosine kinase inhibitor.



Sorular

*¢%20’ye yakin hasta cerrahiye gidemiyor = Tedavi iliskili yan etkiler <%5 ;
En sik sebep hastalik progresyonu = Kotl prognostik grup nasil secilmeli?

**Optimal Adjuvan tedavi?
Ek olarak—> Upfront cerrahi sonrasi Adjuvan ile karsilastirilmiyorlar

s*Diger Hedefler?

s ctDNA based tedavi yonlendirmeleri
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