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Look how far we’ve come!

Investigator opens Trial results
perioperative trial published

Provencio et al. ASCO 2022
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Neoadjuvant PD-1 Blockade in Resectable
Lung Cancer

P.M. Forde, J.E. Chaft, K.N. Smith, V. Anagnostou, T.R. Cottrell, M.D. Hellmann,
M. Zahurak, S.C. Yang, D.R. Jones, S. Broderick, R.). Battafarano, M.). Velez,
N. Rekhtman, Z. Olah, J. Naidoo, K.A. Marrone, F. Verde, H. Guo, J. Zhang,
JX. Caushi, H.Y. Chan, J.-W. Sidhom, R.B. Scharpf, ). White, E. Gabrielson,

H. Wang, G.L. Rosner, V. Rusch, J.D. Wolchok, T. Merghoub, J.M. Taube,
V.E. Velculescu, S.L. Topalian, J.R. Brahmer, and D.M. Pardoll

4/2018

Look how far we’ve come!

3/2022 — FDA approves
neoadjuvant nivo-chemo in
resectable NSCLC

7/2021 — positive pCR
endpoint from ph3
CheckMate816 trial

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE

l\

in Resectable Lung Cancer

P.M. Forde, J. Spicer, S. Lu, M. Provencio, T. Mitsudomi, M.M. Awad, E. Felip,

S.R. Broderick, J.R. Brahmer, S.J. Swanson, K. Kerr, C. Wang, T.-E. Ciulean

Neoadjuvant Nivolumab plus Chemotherapy

10/2023 — Positive
overall survival results

u -
G.B. Saylors, F. Tanaka, H. Ito, K.-N. Chen, M. Liberman, E.E. Vokes, J.M. Taube, for ph3 KEYNOTE

C. Dorange, ). Cai, ). Fiore, A. Jarkowski, D. Balli, M. Sausen, D. Pandya,
C.Y. Calvet, and N. Girard, for the CheckMate 816 Investigators?

671 trial

ABSTRACT

10/2023 — FDA

4/2022

approves neoadj/ad]
pembrolizumab in
resectable NSCLC

10/2021 — FDA
approves adjuvant
atezolizumab in PD-
L1+ resected NSCLC

v

1/2023 — FDA
approves adjuvant
pembrolizumab in
resected NSCLC

Provencio et al. ASCO 2022

@Joshua_Reuss
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Phase 3 CheckMate 816 Trial

Primary endpoint: ITT (ypTONQ)P

40 OR = 13.94 (99% Cl, 3.49-55.75)
P < 0.0001
Differencec
i a 30 A
CheckMate 816 study design - 21.6%
X
it 24.0%1
5
. . . - m
Primary analysis population x 20
Key Eligibility Criteria NIVO 360 mg Q3w -
« Newly diagnosed, resectable, b 10 -
stage IB (= 4 cm)-IllA NSCLC chemod Q3w (3 cycles)
(per TNM 7th edition) SR
» ECOG performance status 0-1 Radiologic ol Follow: 2.2%d
» No known sensitizing EGFR . (w1th1kn ° Optional — 0
En——— weeks — ; —) -
mutations or ALK alterations Chemo* Q3w (3 cycles) post- had]uvan;Tg NIVO + chemo Chemo
treatment) e n/N 43/179 4/179
Stratified by
Stage (IB-Il vs llIA), NIVO 3 mg/kg Q2W (3 cycl NIVO + ch Ch
PD-L15 (2 1% vs < 1%¢), and sex s "‘g/kg? 1( 1cycle;) n=179) (n=179)
m cycle on
ik Y 100 Median EFS, mo NR 21.1
(95% Cl) (31.6-NR) (14.8-42.1)
) ) . ) 77% HR (95% CI) 0.68 (0.49-0.93)
Primary endpoints Secondary endpoints Exploratory endpoints 80 0
«  pCRby BIPR «  MPRby BIPR «  ORR by BICR 65%
« EFSbyBICR « 0S » Predictive biomarkers (PD-L1, TMB, 60 64% i 57%P
- Time to death or distant metastases CtDNA") X o 'l\.___\_!h_' NIVO + chemo
wv
[T L"'_"”""‘*"mm-ﬁ—‘_ﬂ
] i 47% B ————a
4 43%¢ Chemo
20
0 T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Months from randomization
NIVO + chemo 179 152 136 125 119 108 104 100 97 94 88 69 57 38 20 13 6 5 0
Forde et al. CR 2021, Forde et al ELCC 2023 Chemo 179 146 128 110 95 84 79 72 67 62 60 48 39 27 15 13 4 4 0

\JCUJ.SCLUVV 1L | A/vlLIVvALuL



Phase 3 CheckMate 816 Trial

Subgroup analysis by pCR status
EFS 0s

Chemo_(pCR)

Chemo (pCR)

100~ . 100_%— e R
l-‘:"_"l DD G0
e NIVO + chemo (pCR)
by Yy
80 NIVO + chemo (pCR) 80 "-":L:-.--_L
L e —ga. NIVO + chemo (no pCR)¢
"&""--._ e e S T
Y S
=~ 60 60— - 18-0= DBOO
X S <) /0 e il = 80
- - --,,@"0 NIVO + chemo (no pCR) = Chemo (no pCR)
40+ Lt 1 40+
Chemo (no pCR)
NIVO + chemo Chemo NIVO + chemo Chemo
20 pCR No pCR pCR No pCR 20 pCR No pCR pCR No pCR
Median EFS, mo NR 27.8 NR 20.8 Median OS, mo NR NR NR NR
(95% CI) (18.9-NR) (14.0-34.3) (95% Cl) (48.6-NR) (46.8-NR)
HR (95% Cl) 0.15 (0.06-0.37) Nea HR (95% CI) 0.12 (0.03-0.50) Nea
0 T T I I I T T T | 0 T T T T T I T T T |
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 60
Months from randomization Months from randomization
No. at risk
pCR 43 41 40 40 40 39 26 9 3 0 43 42 42 42 42 42 36 22 10 2 0
pCR 4 4 4 4 4 4 3 2 1 0 4 4 4 4 4 4 4 3 2 0 0
No pCR 136 95 79 64 57 49 31 11 3 0 136 124 116 107 103 95 81 45 13 - 0
No pCR 175 124 91 75 63 56 36 13 3 0 175 162 151 130 115 105 91 49 20 4 0

H‘ Provencio et al ESMO 2023 Georgetown | Lombardi



Phase 3 Perioperative chemo-immunotherapy trials

— KEYNOTE-671 —

12-mo rate 24-mo rate

50 4 904 Pembro arm 35.0% NR (34.1-NR)
I 45 A14.2(10.1-18.7) 804 73.2% Placebo arm 51.3%  17.0 (14.3-22.0)
Pembrolizumab 200 mg IV Q3W 40 A P <0.00001 704 M 62.4%
+ 59.9%
Key Eligibility Crite Cisplatin and Gemcitabine® : Pembrolizumab 200 mg IV Q3W .35 1 g\i 60+ %
. or Surgery o @ 504 o
« Pathologically confirmed, 2 . for up to 13 cycles 30 | [re 40.6% HR 0.58 (95% CI, 0.46-0.72)
resectable stage Il, lIIA, or IlIB SR ENC! ETEOE & AN 40 P <0.00001
(N2) NSCLC per AJCC v8 for up to 4 cycles 9: 25 A (14.5-22.3) 30
+ No prior therapy :.20 | 204
« Able to undergo surgery Placebo IV Q3W Q 104
« Provision of tumor sample for o 151
PD-L1 evaluation® Cisplatin and Gemcitabine® Placebo IV Q3W 10 | +————Tr—r e e
o EEESERAE or Surgery? : S 0 6 12 18 24 30 36 42 48 54
@r Cisplatin and Pemetrexed® OIHPILO CYClos 5 Months
No. at risk
forlupjtoldicycles 0/ 397 330 236 172 117 7 42 11 0 0
Pembro Arm Placebo Arm 400 294 183 124 74 38 24 9 1 0
(N =397) (N =400)
AEGEAN
No. events / no. patients (%) 98/366 (26.8) 138/374 (36.9)
—————— -
PCR (central lab) 1.0 mEFS, months (95% Cl) NR (31.9-NR) 25.9 (18.9-NR)
stud ati 0.9 Stratified HR* (95% CI) 0.68 (0.53-0.88)
udy population Durvalumab 1500 ma IV + 0.8 73,49 Stratified log-rank P-value 0003902
; : L Durvalumab 1500 mg IV 40 - o 4%
+ Treatment-naive platinum-based CT* QAW for 12 cycles w074 63.3%
Q3W for 4 cycles 4 E
+ ECOGPSOor1 c 06 64.5%1 1
1 '
+ Resectable NSCLC* Randomization stratified by: 9 30 A Difference = 13.0% E 0.5 H H
(stage IIA-IIIB[N2]; AJCC 8™ ed) « Disease stage (Il vs IIl) bt (95°% C: 8.7-17. é)t ° < 044 ! !
" . - /o CI2 8.7-17.1 E-3
«+  Lobectomy, sleeve resection, or it ahinsiotichabing g Pop! 5.? 0.3 E E Median follow-up (range) in censored
bilobectomy as planned surgery* SRR Q P-value = 0.000036 024 ! ! patients: 11.7 months (0.0-46.1)
) + ALLEESD Placebo IV based on interim 1 ' EFS maturity: 31.9%
+ Confirmed PD-L1 status plact:l;vl\]/r?-l:tase? CT* QAW for 12 cycles 0] analysis (n=402) 019 + censored ! !
+ No documented EGFR/ALK N=802 preEE 0.0 B B e S e e e S I S S e e e N
aberrations* randomized 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 4
0] Time from randomization (months)
D arm PBO arm No. at risk:
C heckM ate 77T (N=366) (N=374) Darm 366 336 271 194 140 90 78 50 49 31 30 14 11 3 1 1 0
ECRC PBO arm 374 339 257 184 136 82 74 53 50 30 25 16 13 1 1 0 0
bl teri NIVO + chemo/NIVO Chemo/PBO
Key eligibility criteria 50 - OR, 6.64 (95% Cl, 3.40-12.97)¢ (n = 229) (n = 232)
* Resectable, stage IIA (> 4 cm)-1lIB NIVO 360 mg Q3W  Jregmmpems Surgery Median EFS, mo NR 18.4
(N2) NSCLC (per AJCC 8th edition) + restaging | (within 6 weeks NIVO 480 mg Q4W Difference (95% Cl) (28.9-NR) (13.6-28.1)
* No prior systemic anti-cancer chemod Q3W post-neoadjuvant (1 year) 40 4 20.5%de o HR (97.36% Cl)® 0.58 (0.42-0.81)
treatment 1 treatment) 70% P value 0.00025
(4 cycles) N
+ ECOG PS 0-1 = S
* No EGFR mutation/known ALK M g 301 9 - NIVO + chemo/NIVO
alterations® & -
PBO Q3W Radiologic Surgery © £ \_&_‘b—-ﬁ_—L_ﬁ_
~ stratified by + restaging | (within 6 weeks PBO Q4W & 204
hlstology (NSQ vs SQ) chemo! Q3W post-neoadjuvant (1 year) =% Chemo/PBO
disease stage (Il vs Ill), 4 I treatment)
and tumor PD-L1¢ (2 1% vs < 1% vs ( cyc es) 10
not evaluable/indeterminate) 4.7% H
0 T T T t T T T T T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
NIVO + chemo/NIVO Chemo/PBO Months from randomization

Wakelee et al ASCO 2023, Wakelee et al NEJM 2023, Heymach et al AACR 2023, i Cheme emolPt No. at isk
Heymach et al NEJM 2023, Cascone et al ESMO 2023 WO emalbio 2 14 168 1 s 06 7B 8 4 3 » 0 & 1 o



Phase 3 Perioperative chemo-immunotherapy trials

EFS Sub

roup analysis by pCR status

KEYNOTE-671 CheckMate 77T
100 1002
90- Pembro, with pCR ’ \ S5 chemo/NIVO (pCR)
1 1 1 LU LI | Lol J Wlth pCR &x b
80 HR 0.33(95% Cl, 0.09-1.22) 80— ey
70- Placebo, with pCR - J 5o,
A G
< 604 C I
u;: 50 Pembro, without pCR a = Y —~ 60 ' t-‘ %%@.
ithout pCR o2 — becay
404 HR 0.69 (95% Cl, 0.55-0.85) ~ _m%wr;lvo + chemo/NIVO (no pCR)
30 Placebo, without pCR \ / m
Ll 40_ %‘@—@ -——(R - -0
204 '
HR (95% Cl) B
104 NIVO + chemo/NIVO :
04— Eaamana e Eaamanan Eaamanan SR aamamana Eaamamana Eaamanan e Eaamanana 1 204 vs chemo/PBO
Noatrisk 2 . 33M°“ths15 : 1 O 0 No pCR®  0.79 (0.58-1.06)
O I I I I 1 I |
8 i " 1 3 3 g g ? 8 0 6 12 18 24 30 36 42
Months from randomization
No. at risk
pCR 58 56 53 45 28 = 0 0
No pCR 171 117 88 70 41 16 - 0
@Joshua_Reuss

Wakelee et al ASCO 2023, Wakelee et al NEJM 2023, Cascone et al ESMO 2023
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Is pCR predictive of improved EFS with neoadjuvant
chemo-immunotherapy?

True positive rate (sensitivity)

EFS by %RVT categories

NIVO + chemo
100- 94% 90%
100 B o au
80— 0-5% RVT
80 ——
S 60 Ah
60— = > 5-30% RVT
wv
[
w404 Median EFS,
| months (95% Cl)
40 0-5% RVT NR (31.6-NR)
20_ > 5-30% RVT NR (13.6-NR)
20_ > 30-80% RVT 26.6 (11.6-NR)
> 80% RVT 18.9 (13.4-27.8)
ol 0 — T T T T T T T T 1 T T T 1
0 100 I | | | 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
0 25 50 75 100 No. at risk

0-5% RVT 63 63 59 57 57 55 55 50 46 26 21 9 4 2 O

False positivity rate (100-specificity) >5-30%RVT 24 23 21 19 19 15 15 14 10 5 4 2 1 0 0

@Joshua_Reuss

Provencio et al. ASCO 2022 Georgetown | Lombardi



Is pCR predictive of improved EFS with neoadjuvant
chemo-immunotherapy?

Hines et al. JTO 2024

IRCT O NADIM II @ CM816 © NEOTORCH @ KN671 @ AEGEAN © CM77T O TDFKI

80
@
70
P Q. .,
u >
— ExpiRf
@© 60 P
() EXP
A
(Q]
o
R 50
| 2
40 R?=0.82 (0.66-0.94)
0 10 20 30
% pCR
pCR Yes pCR No Odds Ratio Odds Ratio
Study o1 Subgioup Events Total Events Total Weight M-H. Randoin, 95% Cl M-H. Randoin, 95% CI
CMY7T_CH 3 11 126 221 126% 0.28 [0.07,1.09] [
CMY7T_CH_IO 7 58 T4 171 32.2% 0.18[0.08, 0.42] ——
KEYE671_CH 2 16 238 384 10.3% 0.09 [0.02, 0.39) e —
KEYB71_CH_IO 4 72 143 3258 21.6% 0.07 [0.03, 0.21] —=
MNADIM_CH 0 2 17 27 2.3% 0.12[0.01, 2.75]
NADIM_CH_IO 1] 21 18 36 2.8% 0.02 [0.00, 0.41]
NEOTORCH_CH 0 2 126 200 2.5% 0.12[0.01, 2.49]
NEQOTORCH_CH_IO 3 50 0 152 1587% 0.07 [0.02, 0.25] —
Total (95% CI) 232 1516 100.0% 0.12[0.07, 0.19] =
Total events 19 812
Heterogeneity: Tau?= 0.00; Chi*= 5.40, df=7 (P = 0.61); F=0% =U 001 0:1 1?0 1EIEIU=

Test for overall effect: Z=8.73 (P < 0.00001)

Yes pCR Mo pCR

@Joshua_Reuss
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Nearly identical EFS curves for pCR subgroups of CheckMate
816, KEYNOTE-671, and CheckMate 77T Trials!

EFS (%)

CheckMate 816 KEYNOTE-671 CheckMate 77T

Chemo (pCR
100 4wy
%, g 100
= ul-lul Pembro, with pCR 100_@3@
) 904 | | | T 1O I Ll ) NIVO
- D I EBGBMchemo/NlVO (pCR)
80 NIVO + chemo (pCR) 80 e 80 &x%
04 acebo, with p ijﬂhet
B S .;ELQQE‘ - .
60— DE"ﬂL"‘—*‘N.-“ o 50 Pembro, without pCR = 60- ’%uu= <%%6 Lhemo PBO (pCR)
T ey L & = ey
,m%‘q 1-""1..3. NIVO + chemo (no PCR)b w 40 sl ;‘r . _%G%IVO + chemo/NIVO (no pCR)
Ty HJ%EQ?-F:E:?’;:::@;Eﬁﬁ 30- Placebo, without pCR b 40 e Y %ﬁf?- -0 = =@
40 L tneunasd 20 HR (95% CI) - e
Chemo (no pCR) NIVO + chemo/NIVO Chemo/PBO (no pCR
NIVO + chemo Chemo S 10+ 20— vs chemo/PBO
204 pCR No pC! pCR No pCR 04 - e T e e e e 1 pCR* 0.33 (0.08-1.37)
Median EFS, mo NR 27.8 NR 20.8 0 6 12 18 24 30 36 42 48 54 No pCR? 0.79 (0.58-1.06)
(95% Cl) (18.9-NR) (14.0-34.3) Month 0 . . T T T 1
HR (95% Cl) 0.15 (0.06-0.37) e No. at sk o » . A ont 515 ; 1 ; 3 0 6 12 18 14 30 36 42
0 I I J T I I J 1 k Months from randpmization
0 6 12 18 24 30 36 42 48 54 16 14 12 10 o 3 4 0 0 0
Months from randomization

2-year EFS ~90%

@Joshua_Reuss

Provencio et al. ESMO 2023, Wakelee ef al. ASCO 2023, Cascone et al. ESMO 2023 Georgetown | Lombardi
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CheckMate 816 study design?

Primary analysis population

Key Eligibility Criteria NIVO 360 mg Q3w
« Newly diagnosed, resectable, w
stage IB (= 4 cm)-IIIA NSCLC chemod Q3w (3 cycles)
(per TNM 7th edition)
Sepie 3 Surgery
+ ECOG performance status 0-1 Radiologic (within 6 2 Follow-up
+  No known sensitizing EGFR e iﬁg“‘z ks e Og_tlonat j—p
mutations or ALK alterations Chemo* Q3w (3 cycles) ost- Pyt
P chemo + RT?
treatment)
Stratified by
Stage (IB-Il vs llIA), NIVO 3 me/ke Q2W (3 cvel
PD-L1b (2 1% vs < 1%<), and sex ek Dy Gevces)
+ [Pl 1 mg/kg (cycle 1 only)f
Primary endpoints Secondary endpoints Exploratory endpoints
« pCRby BIPR *  MPRby BIPR + ORR Dby BICR
« EFS by BICR « 0OS « Predictive biomarkers (PD-L1, TMB,
+ Time to death or distant metastases CtDNA")
Key eligibility criteria
 Resectable, stage IIA (> 4 cm)-IIIB NIVO 360 mg Q3W Radiologic Surgery
(N2) NSCLC (per AJCC 8th edition) + restaging (within 6 weeks NIVO 480 mg Q4W
* No prior systemic anti-cancer chemod Q3W post-neoadjuvant (1 year)
treatment (4 cycles) treatment)
* ECOG PS 0-1
* No EGFR mutation/known ALK M
alterations®
PBO Q3W Radiologic Surgery
Stratified by + restaging | (within 6 weeks PBO Q4W
histology (NSQ vs SQ) chemod Q3W post-neoadjuvant (1 year)
disease stage (Il vs ), 4 1 treatment)
and tumor PD-L1¢ (2 1% vs < 1% vs (4 cycles)
not evaluable/indeterminate)
[ Follow-up, median (range): 25.4 (15.7-44.2) months ]
Primary endpoint Secondary endpoints Exploratory analyses
» EFS by BICR « pCRe by BIPR * EFS by pCR/MPR
* MPReby BIPR » EFS by adjuvant treatment
0s
» Safety

Forde et al. AACR 2021, Cascone et al. ESMO 2023



The EFS analyses in pCR subgroups of CheckMate
816 and CheckMate 77T are impressively similar!

CheckM Mate 77T
100 g
%, s
By, @& NIVO + chemo/NIVO (pCR)
80 "ree,
o
- Om
-@--
9 60 "'c-no__%o
v Rl
L 40- ‘m_:,%lvo + chemo/NIVO (no pCR)
NIVO + chemo '@)Em)e—(ﬁ - —O) - -0
20 pCR No pCR pCR
Median EFS,? mo NR 26.6 NR chemo
HR (95% CI)° 0.13 (0.05-0.37) Not o pCR
O I | I I I I
0O 3 6 9 12 15 18 6-0.35)
No. at risk Months from ; | ! !
PCR 43 43 41 40 40 40 40 24 30 36 42
NopCR 136 108 95 84 78 67 62 randomization
28 - 0 0
Median follow-up: 29.5mo
No pCR 171 117 88 70 41 16 4 0

Median follow-up: 25.4mo

@Joshua_Reuss

Girard et al. AACR 2022, Cascone et al ESMO 2023 Georgetown | Lombardi



Provencio et al. ESMO 2023

Interim Overall Survival analysis by
pCR status from CheckMate 816

Chemo (pCR)

100 —&@5 -
80
- :"‘1‘3’:\» - .
60— = % 16-0= D00
" WA Wi i
Chemo (no pCR)
40
NIVO + chemo Chemo
20— pCR No pCR pCR No pCR
Median 0S, mo NR NR NR NR
(95% Cl) (48.6-NR) (46.8-NR)
HR (95% Cl) 0.12 (0.03-0.50) NC2
0 T T T | | I T T T 1
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
43 42 42 42 42 42 36 22 10 2 0
4 4 4 4 4 4 4 3 2 0 0
136 124 116 107 103 95 81 45 13 - 0
175 162 151 130 115 105 91 49 20 - 0

@Joshua_Reuss
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How much do the results of perioperative trials
fruly reflect the adjuvant therapy component?

_ KEYNOTE-671" AEGEAN? CheckMate 77T3

Completed adjuvant 40.4% 24.0% 60%
treatment

Discontinued 22.2% 18.6% 34%
adjuvant treatment

Adjuvant treatment  10.6% 23.2% 6%
ongoing

1 — Wakelee et al ASCO 2023, 2 — Heymach et al AACR 2023, 3 — Cascone et al ESMO 2023

Who are these?

@Joshua_Reuss
Georgetown | Lombardi



Does additional adjuvant therapy subject patients who
achieved pCR and are cured to needless toxicity?

@Joshua_Reuss

Georgetown | Lombardi



Is there a financial cost?

Pembrolizumab dose Cost/infusion
200mg every 3 weeks $11,115.04
400mg every 6 weeks $22,230.08

Source: https://www.keytruda.com/financial-support/

$11,115.04/dose x 13 doses = $144,495.52

Georgetown | Lombardi



Are there treatment-related toxicities that subject
patients to serious risk?

All grade irAEs Grade 2 3 irAEs
Event (%) 34(7_7.9_1 )l)’D-1/PD-LI inhibitor Event (%) —e— PD-1/PD-L1 inhibitor
All categories AU F . 275 (186-40.9)
‘ 1 6165791 All categories . ——
Skin 667 (18.0) — Skin 17(15) 23.0(7.9-46.1)
PD-1 Gastrointestinal 312 (9.0) 8311L T Gastrointestinal 24(1.9) ] 36.4 (117-42.3
monotherapy Hepatic 126 (8.0) | H23(80-160) Hepatic 22(1.9) 410835
A . 120(8.2-12.1)% =
Endocrine 383 (10.4) _— Endocrine 13 (1.7) 24.0 (24.0-37.9)
. 10.7(7.8-27.9) o
Pulmonary 70 (2.0) Pulmonary 6(0.9) 215 (4.4-215)"
- 148 (8.2-101.5) y L
Renal  34(2.2) Renal 9(1.7) 1234 (24.1-123.4)%
Il-i\]/(peysen31t|\/t|_ty/ 56 (3.3) 22(0.2-4.1)° Hypersensitivity/ 20 3)|- 22.9(4.1-416)
nrusion reaction T T T T T T Infusion reaction :
U 5 10 »15 20 25 30 T T L] L] L] L] L T L] L] L] L] L] L)

0 5 101520 2530 3540 45110115120125130

Time to onset (wk) Time to onset (wk)

PD-1 monotherapy

— Skin
—— astrointestinal . 35 -
. = 30-
—— Hepatic %
g, 25 1
—— Endocrine *g 20 -
Pulmonary 2 15+
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Are there treatment-related toxicities that subject
patients to serious risk?

Phase 3 CheckMate 77T Trial
Safety summary? across study phases

Grade Any 3-4 . * . .
B 7 NIVO - chemo/NIVO Overall Neoadjuvant period Adjuvant period

B Z Chemo/PBO

87% I . 80%

All AEsP 20% %2277 15%
50% I 30%
b
TRAES 8% W) 3%
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to discontinuation® 5% ¥ 1%
TRAEs leading 10% M 3%
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22% HEEIN 15%
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7% W0 1%
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to discontinuation®

All SAEs®

Treatment-related SAEsP

| — r T S ——k—— T 1
100 100 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 59 pneumonitis and 1 due to

grade 4 pneumonitis, both occurring after completion of neoadjuvant treatment)

Median follow-up (range): 25.4 months (15.7-44.2).

2AEs per CTCAE v4.0 and MedDRA v26.0. ®Includes events reported between the first dose and 30 days after the last dose of study treatment. <Includes events reported within 90 days after definitive surgery. Percentages
calculated from treated patients who had definitive surgery (n = 178 in the NIVO + chemo/NIVO arm; n = 178 in the chemo/PBO arm). Grade 5 surgery-related AEs: NIVO + chemo/NIVO, 3 (2%) patients (1 each due to acute
myocardial infarction, postprocedural hemorrhage, and septic shock); chemo/PBO, 1 (1%) patient (due to pneumonia); all were unrelated to study drug per investigator. 9AEs that led to death within 24 hours of onset.




Should adjuvant therapy be offered if a pCR is achieved with
neoadjuvant chemo-immunotherapy in resected NSCLC?
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