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Neo-Adjuvant, Adjuvant and Peri-operative IO therapy improves EFS/DFS and with peri-
operative OS for resectable early stage NSCLC

At WCLC: Many trials with 5 year outcomes (NADIM, IMpower(010)
Durable Benefit demonstrated

Many trials showing that pCR and degree of pathologic response correlates with outcomes
(KN671)

Really Novel Data with PL02.07 and PL02.08 focused on Novel Agents and Adjuvant question
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10 treatment paradigms in early-stage NSCLC
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All major neoadjuvant/perioperative 10 trials have revealed a similar trend around surgical outcomes and pathological response

Checkmate- RATIONALE-
316 KEYNOTE-671 AEGEAN Checkmate-77T NEOTORCH 315 Unmet needs
Patients 179 397 366 229 202 226
received neo-10
Cancelled o o o 0 0 0
surgery 15.6% 17.9% 19.4% 20.0% 17.8% 15.9% Risk of surgical
cancellation
Surgical delay 20.8% 4.9% 14.5% - - 16.3%
and delay
RO 83.2% 92.0% 94.7% 89.0% 95.8% 95.0%
MPR rate 36.9% 30.2% 33.3% 35.4% 48.5% 56.2% 40.1%‘
— Low response
PCR rate 24.0% 18.1% 17.2% 25.3% 24.8% 40.7% 25.0% —
PD-L1<1% 43.3% 36.3% 33.4% 40.3% 26.0% 38.2% 36.3% | Large
— 4 proportion of
PD-L1 1-49% 27.4% 30.4% 37.4% 34.5% 33.9% 28.5% 32.0% _ lower PD-L1
expression
PD-L1>50% 22.3% 33.4% 29.2% 21.0% 31.7% 29.4%

Forde PM, et al. N Engl J Med. 2022;386:1973; Wakelee H, et al. N Engl J Med. 2023;389:491; Heymach JV, et al. N Engl J Med. 2023;389:1672;
Tina Cascone, et al. N Engl J Med 2024;390:1756; Lu S, et al. JAMA. 2024;331:201; Yue D, et al. Annals of Oncology. 2024;35:332.

Nan Wu | Discussion for PL02.07 and PL02.08
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NeoCOAST-2: Efficacy and Safety of Neoadjuvant
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Adjuvant D £ Novel Agents in Resectable NSCLC
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Cascone T | NeoCOAST-2: Efficacy and Safety of Neoadjuvant Durvalumab (D) + Novel Anticancer Agents + CT and Adjuvant D = Novel Agents in Resectable NSCLC
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Background

* Durvalumab + oleclumab (anti-CD73) or monalizumab (anti-NKG2A) have demonstrated improved efficacy
in COAST and NeoCOAST, two phase 2 studies in patients with early-phase NSCLC.1-2

» Datopotamab deruxtecan (Dato-DXd), a TROP2-directed antibody-drug conjugate, significantly improved
PFS versus docetaxel in patients with locally advanced or metastatic NSCLC in the phase 3 TROPION-LungO1

study.?

* Perioperative anti-PD-(L)1 therapies + neoadjuvant CT have demonstrated improvements in EFS compared
with CT alone, as reported by the phase 3 studies AEGEAN, KEYNOTE-671 and Checkmate 77T.#°

* The phase 2 NeoCOAST-2 platform study (NCT05061550) is evaluating the efficacy and tolerability of novel
perioperative treatment combinations in patients with resectable NSCLC.

1. Herbst RS, et al. J Oin Oncol 2022;40:3383-93; 2. Cascone T, et al. Gancer Discov 2023;13;2394-411; 3. Ahn M-], et al. Ann Oncol 2023;34;51305-6;
4 _Hevmach JV, etal. N £ng/ J Med 2023:389:16/2-84: Wakelee H et al. V Eng J Meg 2023:389:491-503: 6. Cascone et al. V £ng J Med 2024:390: 669

6
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NeoCOAST-2: Open-label, multi-arm platform study in
perioperative NSCLC

Neoadjuvant for Adjuvant for
4 cycles Q3W up to1year

Arm 1: Oleclumab + durvalumab
+ platinum-doublet CT"
(N=76)

Oleclumab + durvalumab

Arm 2: Monalizumab + durvalumab

+ platinum-doublet CT e Monalizumab + durvalumab
(N=72)

Arm 4: Dato-DXd + durvalumab

+ single-agent platinum CT’ Durvalumab
(N=54)
( Y\ ( Statistical considerations A
Primary endpoints Key secondary endpoints * This study was not powered to make direct statistical comparisons between arms.
¢ pCRrate’ * mPRrate$ and EFS * Descriptive statistics are summarised and presented.
* Safety and tolerability ¢ Feasibility to surgery  The primary intent was to look for preliminary efficacy signals by calculating pCR
. J \___rates. J

*Carboplatin + paclitaxel for squamous tumour histology, pemetrexed + cisplatin or carboplatin for non-squamous tumour histology. TPhysician’s choice of carboplatin or cisplatin.
*Within 40 davs of the last dose of neoadiuvant treatment. SProportion of patients with no viable tumour cells and <10% residual viable tumour ce espectively, in resected

7
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Summary of treatment disposition and surgery

202 randomised patients

Arm 2 Arm 4

Arm 1
Oleclumab + durvalumab + CT Monalizumab + durvalumab + CT Dato-DXd + durvalumab + CT
(N=76) (N=72) (N=54)

Start neoadjuvant 74 71 54
54 (76.1%) 39 (72.1%)

Completed neoadjuvant 55 (74.3%)

58/63" (92.1%)8 46/481 (95.8%)1

Underwent surgery 59/647 (92.2%)*
35/39 (89.7%)

51/53 (96.2%)

RO rate* 52/55 (94.5%)
Started adjuvant 46/55% (83.6%) 40/54% (74.1%) 25/30% (83.3%)
Discontinued 6 (13.0%)" 6 (15.0%)'" -
Ongoing 34 (73.9%) 26 (65.0%) 25 (100%)
Completed 6 (13.0%) 8 (20.0%) -

Data cut-off: 17 June 2024. Median (range) of number of adjuvant cycles completed in Arm 1, 2, and 4 are 6 (1-12), 7.5 (1-12) and 2 (1-6), respectively. *Margins are calculated
from patients who completed surgery and had data available at data cut-off. fDenominator includes patients who underwent surgery or were ineligible for surgery at data cut-off.
patients who undemwen gerv and had

ision=1, other=1, *Denominator jnclude

gerv: investigator ge

=1, PD=2. gther=2, 3\o gerv: AF=2, other=3. 1\Ng
8

*No gerv: Ab=
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NeoCOAST-2: pCR and mPR rates across treatment arms

Arm 1 Arm 2 Arm4
Oleclumab + durvalumab + CT Monalizumab + durvalumab + CT Dato-DXd + durvalumab + CT

mITT" mITT” 100 - mITT”
N=60 N=60 N=44
— .90
L 80 - 80 - 80 - 65.9%
% 53.3%
= 60 - 45.0 60 - 60 -
o 0 34.1%
£ 26.7%
T 40 - 40 - 40 -
c 20.0%
(4v]
S
2 20 - 20 - 20 -
0 0 - 0 -
pCR mPR pCR mPR pCR mPR

Pathological assessment performed locally or centrally’
Data cut-off: 17 June 2024. Error bars represent 95% confidence intervals.
*The mITT population includes all randomised patients with confirmed NSCLC histology who received at least 1 dose of study
treatment and had central or local data available at the data cut-off, including those who were unable to receive or complete surgery. Some patients who
underwent surgery C|IC| not have pathology resurts avallable at data cut off. TBI|nd mdependent pamologlcal review was used where avallable proportlon of Iocal
| A A 04) De S 3 3 ) 3
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PCR rates across baseline PD-L1 expression subgroups

Arm 1 Arm 2 Arm4
Oleclumab + durvalumab + CT Monalizumab + durvalumab + CT Dato-DXd + durvalumab + CT

OverallpCR =20.0% OverallpCR =26.7% OverallpCR =34.1%
50 -
41.2%
(7/17)
40 - 35.0%
32.0% (7/20) 33.3%
— (8/25) 30.0% (5/15)
S
5;-; 30 - (6/20) 25.0% PD-L1TPS <1%
= (3/12) PD-L1TPS 1-
- 17.6% 49%
> (3/20) 50%
10 - 5.6%
(1/18)
O L] |

Data cut-off: 17 June 2024. Based on the modified intention-to-treat population which includes all randomised patients with confirmed NSCLC histology who
received at least 1 dose of study treatment and had data available at data cut-off, including those who were unable to receive or complete surgery.
Baseline PD-L1 status is assessed usina centra entana SP263) or local testing (Ventana SP263. pharmbx 28-8. or pharmbx Proportion of central re vere

10
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Safety profile of NeoCOAST2 showed comparable data with other combination in same platform

Danva + Ole + Mona + Dato +
Ole + Durva Mona + Durva Durva + CT
Durva Durva + CT Durva + CT Durva + CT
Neoadjuvant

Any TEAE 90.5% 75.0% 81.3% 97.3% 98.6% 98.1 91.0% 89.7%
Any TRAE 57.1% 50.0% 43.8% 94.6% 90.1% 96.3 82.3% 78.6%
Grade >3 TEAE 14.3% 10.0% 31.3% 35.1% 40.8% 24.1 32.4% 36.4%
Grade 23 TRAE 4.8% 0 6.3% 31.1% 29.6% 18.5 19.2% 32.4%
AEASHCIFE G 4.8% 5.0% 6.3% 8.1% 12.7% 7.4 13.5% 7.8%
discontinuation

SAE 9.5% 5.0% 31.3% 16.2% 16.9% 18.5 20.7% 16.6%
Aliyy SREWAth 0 0 6.3% 1.4% 0 0.0% 2.0% 1.0%
outcome of death

Adjuvant

Any TEAE 78.3% 72.5% 44.0% 83.8% 74.8%
Any TRAE 63.0% 40.0% 20.0% 48.1% 29.1%
Grade 23 TEAE 8.7% 20.0% 4.0% 15.4% 10.6%
Grade >3 TRAE 4.3% 12.5% 0.0% 7.5% 3.5%
AE leading to 6.5% 7.5% 0 9.8% 3.9%
discontinuation

SAE 6.5% 12.5% 4.0% 15.0% 10.2%
Any SAE with 0.0% 2.5% 0.0% 1.5% 0.8%

outcome of death

Direct comparison of novel combos with durva+chemo is needed in one RCT trial.
Heymach JV, et al. N Eng J Med 2023;389:1672; Cascone T, et al. Cancer Discov 2023;13:2394

Nan Wu | Discussion for PL02.07 and PL02.08
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Conclusions

* In perioperative NSCLC, novel combinations demonstrated promising efficacy, with numerically
higher pCR and/or mPR rates compared to historical benchmarks.

— Oleclumab + durvalumab + CT: PCR rate 20.0%; mPR rate 45.0%
— Monalizumab + durvalumab + CT: PCR rate 26.7%; mPR rate 53.3%
— Dato-DXd + durvalumab + CT: PCR rate 34.1% ; mPR rate 65.9%

« Treatments in all arms demonstrated a manageable safety profile and surgical rates comparable to
currently approved regimens.1-3

« This is the first global phase 2 study showing encouraging efficacy and manageable safety

profile of an antibody-drug conjugate in the neoadjuvant setting for patients with resectable
NSCLC.

1. Wakelee H, et al. N Engl J Med 2023;389;491-503; 2. Forde PM, et al. NV Engl J Med 2022;386;1973-85;
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Novel IO combinations trials in neoadjuvant setting

NeoCOAST NeoCOAST-2 NEO predict-Lung NeoPromise /BGB-LC-202

NCT number
Phase

Patient number

Stage

Neoadjuvant
treatment arm(s)

Neoadjuvant
cycles

Adjuvant
treatment arm(s)

Adjuvant cycles

Primary
endpoint(s)

Readout or
Completion

NCT03794544
2

84

1A3-111A

Arm 1: Durvalumab

Arm 2: Oleclumab (CD73) + Durvalumab
Arm 3: Monalizumab (NKG2A) + Durvalumab
Arm 4: Danvatirsen (STAT3) + Durvalumab

One 28-Day treatment cycle

NA

NA
Locally-assessed MPR

MPR:

Durva: 12.5%; Durva + Ole: 22.2%
Durva + Mona: 33.3%

Durva + Danva: 33.3%

NCT05061550
2
490

Arm 1: Oleclumab (CD73)+ Durvalumab + PDC*

Arm 2: Monalizumab (NKG2A)+ Durvalumab + PDC

Arm 3: Volrustomig (dual PD-1 and CTLA-4)+ PDC

Arm 4: Dato-DXd (TROP2 ADC)+ durvalumab + platinum
Arm 5: AZD0171 (LIF)+ durvalumab + PDC

Arm 1: Oleclumab + Durvalumab
Arm 2: Monalizumab + Durvalumab
Arm 3: Volrustomig

Arm 4: Durvalumab

Arm 5: AZD0171 + Durvalumab

12
pCR, Safety

Completion estimated in 2028

NCT04205552
2
60

IB-1lIA

Arm 1: Nlvolumab
Arm 2: Nlvolumab + relatlimab
(LAG-3)

NA

NA

Feasibility of surgery within
43 days (met by all 60 randomized
patients)

PCR: 13%, 17% (Arm 1, Arm2)
MPR: 27%, 30% (Arm 1, Arm 2)

NCT05577702
2
120

1-111A

Sub-study-1 PD-L1 TC=250%:

Arm 1a: Tislelizumab

Arm 1b: Tislelizumab + Ociperlimab (TIGIT)
Arm 1c: Tislelizumab + LBL-007 (LAG-3)
Sub-study-2 PD-L1 TC<50%:

Arm 2a: Tislelizumab + PDC

Arm 2c: Tislelizumab + LBL-007 (LAG-3)
+PDC

2-4

NA

NA

Central pathology laboratory-assessed MPR

Primary readout in 2025 H1

1. Cancer Discov 2023;13 : 2394. 2. ASCO 2023; Abstract TPS8604. 3.Nat Med. 2024 ;30:1602. 4. ESMO Asia Congress 2023; 489TiP. *PDC: Platinum doublet
chemotherapy

Nan Wu | Discussion for PL02.07 and PL02.08
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Perioperative vs neoadjuvant nivolumab for
resectable NSCLC: patient-level data analysis of
CheckMate 77T vs CheckMate 816
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Methods: perioperative NIVO vs neoadjuvant NIVO + chemo
Surgery

Analysis patient populations

CheckMate 8161 | Neoadjuvant NIVO + chemo
(3cycles)

> Patients who had surgery

Patients who had surgery and
received = 1 dose of adjuvant NIVO

CheckMate 77T2 Neoadjuvant NIVO + chemo
(up to 4 cycles)

Endpoint
EFS (BICR) landmarked from time of surgery

 In lieu of a head-to-head trial, exploratory propensity score weighting analyses (ATT2 and ATEP) were performed to
allow simplified reproduction of a randomized trial by adjusting for clinically relevant baseline demographics and
disease characteristics® between study populations and reducing the confounding effects of these factors

» Subgroup analyses were not weighted due to smaller sample sizes

« Median duration of follow-up?: 29.5 months (CheckMate 816) and 33.3 months (CheckMate 77T)

aAverage treatment effect for the treated (ATT): a weight of 1 was applied to patients in the perioperative NIVO arm of CheckMate 77T; varying weights were applied to patients in the CheckMate 816 NIVO + chemo arm to
make them comparable to those in the perioperative NIVO arm in CheckMate 77T based on propensity scores. PAverage treatment effect (ATE): varying weights were applied to all patients in the populations of interest
from CheckMate 77T and CheckMate 816 to make them comparable to one another based on propensity scores. Sex, race, clinical stage, tumor histology, PD-L1 expression, age, ECOG PS, and smoking status. 9Database
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Age < 65 years 48 52
Male 73 69
Asian 27 50
ECOGPS =1 33 25
Disease stage

Stage IB-II 35 37

Stage lll non-N2 24 16

Stage Il N2 40 47
Squamous NSCLC 50 46
Current/former smoker,® 94 90
Tumor PD-L1 expression =2 1% 58 50

* Baseline characteristics between patients who received perioperative NIVO or neoadjuvant
NIVO + chemo were generally balanced after propensity score weighting (ATT and ATE)¢

apatients missing any variable used in propensity score computation were excluded from analyses; includes only patients with an EFS time at least up to the surgery. PIncludes patients with unknown smoking status. °ATT:
varying weights were applied to patients in the neoadjuvant NIVO + chemo arm (CheckMate 816) to make them comparable to those in the perioperative NIVO arm (CheckMate 77T); ATE: varying weights were applied to all patients in
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Landmark EFS (BICR) from definitive surgery (and 1 cycle

aqjogvt on CM77T)

80~ o Periop NIVO?
(CheckMate 77T)
S Weighted (ATE)P
7
i 40 Periop
NIVO?
20 (n =139.4°)
HR (95% CI) 0.61 (0.39-0.97)
O T T I | | | | |
0 6 12 18 24 30 36 42 48
Months from surgery
No. at risk
Periop NIVO 139.4 128.0 118.1 112.9 79.7 42.5 13.0 3.1 0

 HR(95% CI): ATT" weighted analysis, 0.56 (0.35-0.90); unweighted analysis, 0.59 (0.38-0.92)

Median follow-up: CheckMate 816, 29.5 months; CheckMate 77T, 33.3 months. 2Includes only patients who received > 1 dose of adjuvant NIVO. PATE: varying weights were applied to all patients in both neoadjuvant
NIVO + chemo arm (CheckMate 816) and perioperative NIVO (CheckMate 77T) to make them comparable to one another. °N values fractional due to weighting. 9ATT: varying weights were applied to patients in the
neoadjuvant NIVO + chemo arm (CheckMate 816) to make them comparable to those in the perioperative NIVO arm (CheckMate 77T).

In the unweighted analysis population, 89 patients (64%) completed adjuvant therapy, and median number of doses (range) was 13.0 (1-13). Unweighted landmark EFS from surgery among all patients who had surgery
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CheckMate 77T vs CheckMate 816: Periop vs neoadj nivolumab
Landmark EFS (analysis population) by PCR status Landmark EFS (analysis population) by clinical stage

DCRS
00— . 100
80 80
& 60 & 60
v w
v ]
40 40
Periop.
20 NIVOd 20
(n = 50)
HR (95% CI) 0.58 (0.14-2.40)
0 T T T T T T 1 0
0 6 12 18 24 30 36 39
No. at risk Months from surgery
Periop NIVO 50 50 48 47 36 18 4 0

Forde PM, et al. WCLC
2024; Abstract PL02.08.

No pCR
Periop. Neoadi
NIvo<d
(n=73)
HR (95% CI) 0.65 (0.40-1.06)
0 6 12 18 24 30 36 42
Months from surgery
73 62 55 53 35 2 8 4

48

0

PD-L1 < 1%
100
80
£ 60
v
i3
40+
Periop
20 NIVOs<
(n=53)
0 HR (95% Cl) 0.51 (0.28-0.93)
0 6 12 18 24 30 36 42
No. at risk Months from surgery
Periop NIVO 53 48 43 40 27 15 7 1

0. at
Periop NIVO 49

risk

Stage IB-II
00+
80+
60+
40
Periop. Neoadi
20- NIVOs4d
(n = 49)
0 HR (95% ClI) 0.53 (0.25-1.11)
T 1 T 1 T T T
0 6 18 24 30 36 42
Months from surgery
44 39 29 15 5 2

1
48

0

Landmark EFS (analysis population) by tumor PD-L1 expression
PD-L1 > 1%

Periop. Neoadi
204 NIVOsd
(n = 80)
0 HR (95% CI) 0.86 (0.44-1.70)
0 6 12 18 24 30 36 42
Months from surgery
80 74 68 66 48 26 6 2

48

Stage I
Periop Neoadi
NIVOs4
(n =90)
HR (95% CI) 0.63 (0.37-1.07)
0 6 12 18 24 30 36 42 48
Months from surgery
90 83 76 72 50 29 9 2 0
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CheckMate 77T vs CheckMate 816: Periop vs neoadj nivolumab

EFS in patients who did or did not receive adjuvant therapy

KN671 — subgroups

With adjuvant treatment

3 — Pembrolizumab group
Beware the GaraSSInO ESM02024 — Placebo group
. HR 0.54 (95% CI 0.41-0.70)
patients who do
©
-
not get :
. I‘ﬂ
adjuvant g
.,,‘I: 1 | (- Ll J
t h erda py —SMa I I E Without adjuvant treatment
w Pembrolizumab group
20
nu mberS but Placebo group
104 HR 0.63 (95% CI 0.40-0.97)
poor outcomes 0 : : : . : : . : : : .
0 6 12 18 24 30 36 42 48 54 60 66
Time since surgery (months)
Number at risk
(number censored)
With adjuvant Pembrolizumab 276 250 225 191 139 99 64 38 24 4 0 0
treatment group (0) (1) (3) (24) (63) (95) (1286) (150) (163) (182) (186) (186)
Placebo 253 216 173 136 91 64 39 18 8 3 0 0
group (0) (3) (5) (21) (48) (69) (89) (108) (117) (122) (125) (125)

Without adjuvant
treatment
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Landmark EFS (BICR) from definitive surgery

Comparing ALL who had surgery on 816 and EXCLUDING those who had surgery but did NOT get adose
of Adjuvant chemotherapy on 77T : Not Apples to Apples instead is Apples to Shiny Apples comparison

100 -
80— Periop NIVO?
(CheckMate 77T)
S Weighted (ATE)P
n
i 40 Periop
NIVO?
20 (n =139.4°)
HR (95% CI) 0.61 (0.39-0.97)
O T T I | | | | |
0 6 12 18 24 30 36 42 48
Months from surgery
No. at risk
Periop NIVO 139.4 128.0 118.1 112.9 79.7 42.5 13.0 3.1 0

 HR(95% CI): ATT" weighted analysis, 0.56 (0.35-0.90); unweighted analysis, 0.59 (0.38-0.92)

Median follow-up: CheckMate 816, 29.5 months; CheckMate 77T, 33.3 months. 2Includes only patients who received > 1 dose of adjuvant NIVO. PATE: varying weights were applied to all patients in both neoadjuvant
NIVO + chemo arm (CheckMate 816) and perioperative NIVO (CheckMate 77T) to make them comparable to one another. °N values fractional due to weighting. 9ATT: varying weights were applied to patients in the
neoadjuvant NIVO + chemo arm (CheckMate 816) to make them comparable to those in the perioperative NIVO arm (CheckMate 77T).

In the unweighted analysis population, 89 patients (64%) completed adjuvant therapy, and median number of doses (range) was 13.0 (1-13). Unweighted landmark EFS from surgery among all patients who had surgery
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Safety summary?: analysis populations

Perioperative NIVO

(n=139)
AU AEs 137 (99) 64 (46) 138 (94)
TRAEs 130 (94) 38 (27) 125 (85)
All AEs leading to discontinuation 29 (21) 10 (7) 16 (11) 8 (5)
TRAEs leading to discontinuation 22 (16) 9(6) 16 (11) 8 (5)
AU SAEs 57 (41) 37 (27) 23 (16) 16 (11)
Treatment-related SAEs 23 (16) 14 (10) 17 (12) 13 (9)
Surgery-related AEs‘ 53 (38) 15 (11) 61 (42) 17 (12)
Treatment-related deaths® 0 0

aAEs per CTCAE v4.0 and MedDRA v24.0 (CheckMate 816) or v26.1 (CheckMate 77T). PIncludes events reported between the first dose and 30 days after the last dose of study treatment. Includes events reported between the first
neoadjuvant dose and 30 days after the last dose of neoadjuvant study treatment. “Includes events reported within 90 days after definitive surgery. °Treatment-related deaths occurring at any time after the first dose of neoadjuvant study
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Summary: 816 vs 77T (what does the adjuvant add)

* Author Conclusions

* In the absence of a randomized-controlled trial, this analysis represents the only comparison of
perioperative vs neoadjuvant-only immunotherapy treatments for patients with resectable
NSCLC, using individual patient-level data from 2 randomized phase 3 trials

« Approximately 40% reduction in risk of disease recurrence or death after surgery was observed
in patients who received = 1 dose of adjuvant NIVO following neoadjuvant NIVO + chemo
treatment and surgery compared with those who did not receive adjuvant NIVO

— Similar benefit was seen regardless of baseline stage, with a greater magnitude of benefit in
patients with tumor PD-L1 expression < 1%

* My Conclusions:

* Important comparison where we have little data

 FLAWED by excluding those who did not get adjuvant therapy in CM77T (versus all who had surgery on 816)

* Wesstill need to do the the trial to ask the question about the benefit of adjuvant after neo-adjuvant, but
this is supportive data
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pCR and PD-L1 level influence the survival benefit from neoadj/periop chemoimmunotherapy

EFS/PFS by PCR DFS/PFS by PD-L1 TPS
_Iﬂ- 95%Cl PD-L1 HR | e5%Cl
Non-PCR 0.73 0.62-0.88 1-49% 0.52 0.37-0.72
l l > 50% 0.41 0.29-0.57
PCR+ / EFS+ pPCR- / EFS+
“ PD-L1+/ EFS+ PD-L1-/ EFS+
n=149 n=335
99% pOR+/EFS+ PRERS b e POt ) EFS. S POLILI EFS
ITJ
| | I | . ||
AT n=613 n=471 eie e e e
® pCR+ ® PD-L121%
® pCR- ® PD-L1<1%
® EFS 1-year ® EFS 1-year

Need to answer: Which one would be a better prognostic marker for both treatment approaches?
Nuccio A, et al. EurJ Cancer 2023; 195: 113404

Nan Wu | Discussion for PL02.07 and PL02.08
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Association of Pathologic Regression With
Event-Free Survival in the KEYNOTE-671 Study of
Perioperative Pembrolizumab for Early-Stage NSCLC

David R. Jones,! Heather Wakelee,? Jonathan D. Spicer,® Moishe Liberman,* Terufumi Kato,>
Masahiro Tsuboi,® Se-Hoon Lee,” Wenxiang Wang,® Haiguan Chen,° Christophe Dooms, 10
Margarita Majem,'! Ekkehard Eigendorff,12 Gaston L. Martinengo,!® Olivier Bylicki,'* Hsu-Ching Huang,®
Silvia Novello,® Erin Jensen,1” Steven M. Keller,1” Ayman Samkari,1” Neda Kalhor!8

IMemorial Sloan Kettering Cancer Center, New York, NY, USA; 2Stanford University School of Medicine/Stanford Cancer Institute, Stanford, CA, USA; SMcGill University Health
Centre, Montréal, QC, Canada; “University of Montreal, Montréal, QC, Canada; *°Kanagawa Cancer Center, Yokohama, Japan; éNational Cancer Center Hospital East, Kashiwa,
Japan; “Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea;
8The Affiliated Cancer Hospital of Xiangya School of Medicine, Hunan Cancer Hospital, Central South University, Changsha, Chirg; ®Fudan University Shanghai Cancer Hospital,
Shanghai, China; 1%University Hospitals Leuven, Leuven, Belgium; 11Hospital de la Santa Creu i Sant Pau, Barcelona, Spain; 12Zentralklinik Bad Berka,

Bad Berka, Germany; 13Sanatorio Parque, Cordoba, Argentina; 14HIA Sainte-Anne, Toulon, France; 15Taipei Veterans General Hospital and National Yang Ming Chiao Tung
University, Taipei, Taiwan; 16University of Turin, A.O.U. San Luigi Gonzaga di Orbassano, Turin, Italy; 1’Merck & Co., Inc., Rahway, NJ, USA; 18The University of Texas MD
Anderson Cancer Center, Houston, TX, USA

David R. Jones | Association of Pathologic Regression With Event-Free Survival in the KEYNOTE-671 Study of Perioperative Pembrolizumab for Early-Stage NSCLC
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Event-Free Survival Among Patients With pCR or mPR&1

pCR mPR
100+ Ll e ow . 100—% e
90+ I—U—|| WL_‘ T TR T Perlnt:r?’ |\|NIth pC|R 90 Il‘ —— .
80- 80- | 1111 Wil | | Perwt:lr?,“thh mIIDR
70- Placebo, with pCR 70— IJ_L_U_
Placebo, with mPR
2 60- se 60+ I T |
u"f 90 Pembro, without peR f_f 904 Pembro, without mPR
" 40 " 40
4 Wwith pCR: Placebo, without pCR 1 with mPR: _
28 HR 0.33 (95% CI, 0.09-1.22) ;’8 HR 0.54 (95% Cl, 0.24-1.22) lacebo, without mPR
Without pCR: Without mPR:
104 HR 0.69 (95% ClI, 0.55-0.85) 109 1R 0.73 (95% CI, 0.58-0.92)
s Trrrr7 Trrrrr Trrrr7 Trrrr? Trrrr7 Trrrrrs Trrrr? Trrrr? 1 0+ Trrrr7 Trrrr?’ Trrrr? Trrrrrs Trrrr? Trrrr7 Trrrr7 Trrrrr 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk Months No. at risk Months
72 72 59 46 33 15 8 1 0 0 120 117 99 79 60 30 15 1 0 0
16 14 12 10 9 5 4 0 0 0 44 42 36 28 22 12 10 2 0 0

Objective of this analysis was to evaluate efficacy of perioperative pembrolizumab across different RVT
cutpoints, beyond pCR and mPR

"Wakelee H et al. N EnglJ Med 202 3;389:491-503.
aExploratory analysis. pCR defined as absence of residual invasive cancer in resected primary tumor and lymph nodes (ypTO/Tis ypNO). °'mPR defined as <10% viable tumor cells in resected primary tumor
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%R\fl' Categorization of Patients With Pathologically Evaluable
Tumors

50.0

45.0

40.0

38.0

35.0
35.0 31.9

Residual Viable Tumor
30.0

25.0

19.1

20.0 17.5

14.7

15.0 12.3

Percentage of Patients, %

10.0

0.0
0%—<5% >5%—-<30% >30%—=<60% >60%

% Viable Tumor

n Median %RVT (IQR), %
Pembro Arm 320 29.5 (1.0-56.0)
Placebo Arm 300 52.0 (29.0-68.0)




A 2024 World Conference | SEPTEMBER 7-10, 2024 HWCLC24
on Lung Cancer ' SAN DIEGO, CA USA wclc2024.iaslc.org

EVent-Free Survival

According to %RVT Categorization in the Pembrolizumab Arm
1004

90+

801 AT
70 ll Pembro Arm %RVT 0%—-<5

604

50+ Pembro Arm %RVT>30%-<60%

40+ Pembro Arm %RVT>60%

30+

Event-Free Survival, %

201
10+

0 1 1 1 1 1 1 1 1 1 1

0 6 12 18 24 30 36 42 48 54 60
No. at risk Time, mo

%RVT 0%-<5% 102 100 98 94 77 54 39 21 11 2 0
%RVT >5%-<30%

%RVT >30%-<60% 101 95 73 66 52 34 24 16 8 2 0
%RVT >60%
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Event-Free Survival
Patients Who Underwent Surgery and Had RVT >30%—-<60% or >60%

%RVT >30%-<=60% %RVT >60%
Pts w/ Median, mo Pts w/ Median, mo HR (95% ClI
Event (95% CI) HR (95% Cl) Event (95% CI) : )
Pembro Arm 45.5% 39.2 (26.0-NR) Pembro Arm 58.9% 15.0 (13.1-NR)
0.65 (0.45-0.94) 0.90 (0.60-1.36)
Placebo Arm 60.5% 22.1 (14.9-33.0) Placebo Arm 67.6% 18.5 (13.6-22.1)
1004 1004 :
90 90- Pembro arm better across
< 80- < 80 RVT groups
= 70- = 70- Higher RVT associated with
= > :
S 60- S 60 worse outcomes
> S .
N A :
g 50' ‘ 8 50_
T - ~ T - :
*é‘ 40 24-mo rate (95% Cl) o 40 TR T | | T
S 30- 62.1% (51.6%~70.9%) T 30- _ o
(o) 0/f—
0 46.2% (36.5%-55.3%) : g 24-mo rate (95% Cl) .
20+ 36-mo rate (95% ClI) 20+ 40.2% (27.0%-53.0%) .
54.7% (43.6%-64.4%) 34.8% (25.5%-44.3%) S0-Mo rate (95% Cl)
104 38.0% (28.2%-47.7%) 104 37.7% (24.6%-50.7%)
0 29.1% (20.0%-38.9%)
T T T 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 30 36 42 48 54 60
No. at risk Time, mo No. at risk Time, mo
101 95 73 66 52 34 24 16 8 2 0 56 50 35 24 16 12 10 7 6 5 0
114 104 73 62 41 27 20 10 5 2 0 105 92 65 53 30 18 15 12 6 2 0
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S If no PD, patients can
e e i re-start osimertinib Study assessments
ey inclusion criteria E -
N=70 e 3-6 weeks after CRT . RECIST v1.1
3 : . e - . S assessment to occur
Age =18 years Induction osimertinib | i b— - bk Osimertinib at weeks 0, § and
P — platinum-based

WHOPSO/1 80 mg QD cCRT or sCRT 80 mg QD 17, then Q12W

Tx duration: 8 weekst (60 Gy +/- 10%)1* Tx duration: until PDs until PD
Confirmed unresectable iy E e i
stage III* NSCLC | MRI to be performed

CT and brain MRI scan (RECIST v1.1) 3 weeks (+ 1 week)

E’gggi L'Egﬁﬁg after the end of CRT

Whole-body 8F-fluoro-deoxyglucose-PET/CT at baseline® :{;sm Eﬁzgre el
Eligible for P

curative-intent CRT

Plasma biomarker (ctDNA) analysis to occuratweeks 1,2, 4 8 9 12, 14 and 17, then Q12W until PD

*According to 1ASLC staging manual version 8. Visit window of + 23 days. 3 Duration of CRT will be longer for sCRT than for cCRT (approximately 8—10 weeks versus 6 weeks). $Treatment will continue
until RECIST v1.1-defined disease progression as assessed by the investigator, intolerable toxicity, or death of the patient. Tin the present study, 1 whole-body (base of skull to mid-thigh) 13F-fluoro-
deoxyglucose-PET/CT scan will be performed at baseline. If an additional PET scan is performed as per the standard of care, methods must remain consistent between the two scans to allow quanditative
expression of the changes in PET measurements and assessment of the overall response with PERCIST. ¢CRT, concument CRT, CRT, chemoradiotherapy, CT, computed tomography; ciDNA, circulating
turmor DMA; EGFRm, epidermal growth factor receptor mutation; Ex19del, exon 19 delefion; |1ASLC, Intemational Association for the Study of Lung Cancer; MRI, magneiic resonance imaging;
NSCLC, non-small cell lung cancer; PD, progressive disease; PERCIST; PET Response Criteria in Solid Tumors; PET, position emission tomography; QD, once daily; Q12W, every 12 weeks;
RECIST, Response Evaluation Criteria in Solid Tumors; sCRT, sequential CRT; Tx, treaiment, WHO PS5, World Health Organization performance status
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CONFERENCE = COORDINATORS

* Neo-Adjuvant, Adjuvant and Peri-operative IO therapy improves EFS/DFS and with peri-
operative OS for resectable early stage NSCLC

« 5year outcomes showing durable benefit

 NeoCoast2 shows promise with Dato-DXD and other novel agents with neo-adjuvant
durvalumab

 Comparison on CM77T and CM816 shows ? Benefit of the Adjuvant component
« Many trials show degree of pathologic response correlates with outcomes (KN671)
« Targeted Therapy uses expanding in early stage NSCLC
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