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UPDATE IN NON-SMALL CELL LUNG
CANCER MANAGEMENT




e Overview of advanced NSCLC

* Integration of immunotherapy in early-
stage NSCLC

* Neoadjuvant
e Adjuvant

Qutline * Expanding Targeted therapy options
e KRAS G12C

* Her 2

* EGFR exon 20




Estimated Cancer Deaths in the US in 2022

Males Females
322,090 287,270

Lung & bronchus 21% 21% Lung & bronchus
Prostate 1% 15% Breast
Colon & rectum 9% 8% Colon & rectum
Pancreas 8% 8% Pancreas

: : : 5
Lweg"i g:ghepatlc 6% 4% Ovary
SR 49 4%  Uterine corpus
T 49 4% Liv;:'e&dtﬁahepatic
Urinary bladder 4% 3% Leukemia
Non-Hodgkin 4% 3% Non-Hodgkin lymphoma

lymphoma

3% Brain & other nervous
system

25% All other sites

Brain & other nervous 3%
system

All other sites 26%

Siegel, RL, Miller,KD, Fuchs, HE, Jemal, A. Cancer statistics, 2022. CA Cancer J
Clin. 2022. https://doi.org/10.3322/caac.21708



https://doi.org/10.3322/caac.21708

Trends in Five-year Relative Survival Rates (%), 1975-2017

Site 1975-1977 1995-1997 2011-2017
All sites 49 63 68
Breast (female) Fis 87 90
Colorectum 50 61 65
Leukemia 34 48 65
Lung & bronchus 12 15 22
Melanoma of the skin 82 91 93
Non-Hodgkin lymphoma 47 56 73
Ovary 36 43 49
Pancreas 3 4 11
Prostate 68 97 08

Urinary bladder 72 80 77

Siegel, RL, Miller,KD, Fuchs, HE, Jemal, A. Cancer statistics, 2022. CA Cancer J
Clin. 2022. https://doi.org/10.3322/caac. 21708



https://doi.org/10.3322/caac.21708

Milestones in NSCLC before 10 and Targeted Therapy

2000’s -2010's

A
100 —— Cisplatin and paclitaxal
==--=- Cigplatin and gamcitabine
go ° -=== Cisplatin and docstaxel
3‘9: === Carboplatin and paclitaxel
= 2yr OS
T 40
;o] 25
0
0 20
B
15
— 1004 —— Cisplatin and paclitaxal
i «enes Cisplatin and gamcitabine
= --=-- Cisplatin and docetaxel
E 80+ \ === Carboplatin and paclitaxsl 10 =
E 60+
S
& 404 5 -
o
E 20
o, - 0 - !
1] ] 10 15 20 25 30 . . .
i Schiller E1594  Scagliotti 2008  Sandler 2006
E1594, 1207 pt, 19% RR 2002 Cis/Pem vs Cis/Gem Chemo + Bev

MS: 7.9 months

Schiller JH et al. N Engl J Med 2002;346:92-98.



Molecular Landscape of Non -Small Cell Lung Cancer

Squamous carcinoma
20-30%

Large cell and other
10-20%

Adenocarcinoma

50-60%
B EGFR other 2% I BRAFVS00E 1o
I MET amplification 3% L ROS11%
B MET exon 14 alteration2% = RET 1%
B HER2 1% ALK 3.9%

Wang, M., Herbst, R.S. & Boshoff, C. Toward personalized treatment approaches for non-small-cell lung cancer. Nat Med 27, 1345-1356 (2021).
https://doi.org /10.1038/s41591-021-01450-2



Paradigm shift in the first-line treatment of fit metastatic non-
small-cell lung cancer

[ 908 | 2007 | 2009 2015 onwards |
S puamoL ;
- - - o )
Non-
SQUAMOLUS
Lung cancer cell NSCLC histotype NSCLC genomics NSCLC
(small vs non-small) mn:] ' ot ( Vs
ve non oncogene-addicted) ancogenc-addicted
immune-driven)

SCLC ) el coll g concer, HE01C - non sl coll leng cansen
Faogeel 1 by o BuaBitn] Bamd B b B0e] bl Steiegebn b STl oy i B0ed Pl oien Wekdl Bdtibeefait
L L s Bl L L R T e A R L T8 [ o e e P L

Adapted from Cancers 2020, 12(9), 2512; https://doi.org/10.3390/cancers12092512



https://doi.org/10.3390/cancers12092512

Molecular Genotyping in Cancer

Incomplete genotyping

» Negative targeted testing
(e.d., EGFR and ALK only)

e Negative cfDNA analysis
only, without reflex to tumor

genotyping

Effective genotyping

e Tumor NGS

e Negative cfDNA analysis, with
reflex to tumor genotyping

e Targeting testing or cfDNA

genotyping positive for

actionable driver mutation

No genotyping
e No biomarker

testing attempted
¢ PD-L1IHC only

© 2019 American Association for Cancer Research

CCR Translations AAGR

Clin Cancer Res. 2019;25(15):4583-4585.
doi:10.1158/1078-0432.CCR-19-1233




Complementary Role of Tissue and Blood Comprehensive

Genomic Profiling (CGP)

Adequate tissue
available for

testing?
Yes No
v v
Tissue CGP Reflex to tissue CGP if no actionable Liquid CGP
alterations found, especially if low
; tumor fraction ,
Captures all driver Pragmatic,
alterations, detected accessible option
rate equivalent to a but with potentially
combined tissue- Consider liquid CGP if tissue lower sensitivity
liquid approach specimen found to be inadequate for than tissue CGP
testing

Roles for Tissue- and Blood-Based Comprehensive Genomic Profiling for Detection of Actionable Driver Alterations in Advanced NSCLC Lee S. Schwartzberg, MD, et al.

JTO Clinical and Research Reports Volume 3 Issue 9 (September 2022)
DOI* 10 1016/i itocrr 2022 100386



Current Treatment Paradigms in Metastatic NSCLC

0 6 12 18 24 30 36
z EGFR 3rd gen TKI
o
= . EGFR 1st gen E T790M 3rd gen TKI - TKl/chemo/ICB
= [ R R R R R I
B § ALK 2nd gen TKI :  TKl/chemo/ICB
T ®
e ALK 1st gen TKI ALK 2nd gen TKI Y
e g : ‘
0. R N s e e R ¥ ..\
52w ROS! st gen T m
° 1% BRAF/MEK TKI B
<1% S U UUNTRKTKI A
. |
2 Chemo m ‘| PD-(L)1m
%)
g Chemom | PD-L)im
2 =Gi'lé|ﬂ"|9 +PD-(L)1 m
= |
o BmesEe T PD-(L)1 + CTLA-4 &
A |
PD-(L)1 + IDO1 A ;
SRS . R — =Y
CHEMO + PD-()1 + CTLA-4 A % 3 3 | Chemo/IT___; 2 Indicates PFS range estimated
from ongoing study
S z - Experimental or
i Z MalIh L. clinical trial option
=
Ea ,, ® Biopsy indicated or recommended
b § (L)1+chemoA B Approved treatment option
- o A Investigational treatment
2 o] (ongoing phase Il or lll clinical study)
T ]
\

0 6 12 18 24 30 36
PFS (months)

R S Herbst et al. Nature 553, 446—454 (2018) doi:10.1038/nature25183 natu[‘e



KEYNOTE-0245

-year OS update: first-line (1L) pembrolizumab

(pembro) vs platinum-based chemotherapy (chemo) in patients

(pts) with metastatic NSCLC and PD-L1 tumor proportion score
(TPS)>50% : Brahmer et al. ESMO

QOverall Survival, %
o
o

-

Events, n HR
N (%) (95% Cl)
Pembrolizumab 154 103 (66.9) 0.62

26.2 mo (18.3-40.4 mo)

SERCRAIY (RS A S0 Chemotherapy® 151 123 (81.5) (0.48-0.81)
13.4 mo (9.4-18.3 mo) : : :

R T TR IR L T R Il - Wik, B R R R S S S IR R RN T RN R L )

40
30- :
20- i "
10- :
B ———————— S
0 6 12 18 24 30 3% 42 48 54 60 6 712

No. at risk
Pembrolizumab 154

Chemotherapy 151

Time, months

121 106 89 78 73 66 62 54 51 20 0 0 '
108 80 61 48 44 15 33 28 26 13 3 0



PACIFIC 5 yr OS results: Durvalumab in Unresectable Stage Ill NSCLC after

concurrent chemoradiation

No. of events/ Median OS
total no. of patients (%) (95% Cl), months
Durvalumab 264/476 (55.5) 47.5 (38.1-52.9)
1.0 9 Placebo 155/237 (65.4) 29.1 (22.1-35.1)
I 0,
0.9 7 ; 83.1% Stratified HR (95% Cl): 0.72 (0.59-0.89)
0.8 — : 5 Stratified HR from the primary analysis (95% Cl):%2 0.68 (0.53-0.87)
: 0
8 o7 — j 66.3%
0
e o6 T | 56.7%
> : : : 49.7%
E 05 ! = ! , 42.9%
2 ; 55.3% ' 3
1] H ' T i 4
2 0.4 — ' : ; : :
2 E E 43'6% I : I :‘ B ]
[-% 0.3 — E i é 36.3% v YT T
0.2 — i : ! 33.4%
' OS HR =0.72 ; | ; ;
0.1 — (95% CI: 0.59-0.89)
00 1T 1 1 R e —— R R p e — [ e e p— — T 1 |

01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time from randomization (months)

No. at risk
Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 19 183 134 91 40 18 2 0
Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 T 74 72 56 33 16 7 2 0

Data cutoff: 11 January 2021 (median follow-up: all patients, 34.2 months [range, 0.2-74.7]; censored patients, 61.6 months [range, 0.4-74.7]).
1. Antonia SJ, et al. New Engl J Med 2018;379:2342-50; 2. European Medicines Agency. Durvalumab (Imfinzi). Summary of product characteristics 2020.
Available from: https://www.ema.europa.eu/en/documents/product-information/imfinzi-epar-product-information en.pdf 5. [Accessed April 2021]




~50% of NSCLC cases

. In eligible Stage 1-2 patients, surgeryis the
Integration of main modality

1O In stage 1-3 Management of Stage 3 is variable, multi

NSCLC disciplinary discussion encouraged

Modest and equivalent benefit of adjuvant
and neoadjuvant chemotherapy

* Approval of adjuvant Osimertinib was based
on a significant DFS benefit.




Impower 010: Adjuvant Atezolizumab

IMpower010 study design

Hierarchical statistical testing

~ No crossover E 2
7 ™~ DFS in PD-L1 TC 21%
Completely resected 1-4 cycles Atezolizumab £y atacie A bobulation?
stage IB-llIA NSCLC cisplatin + 1200 mg g21d 2 . g ROy J
per UICC/AJCC v7 pemetroxsc, 16 cycles S If positive: l'
- gemcitabine, R L
. Eggf’;gg’ 0-1 wem [ o CD i E [ DFS in all-randomized g
vinorelbine stage II-IIA population®
* Lobectomy/pneumonectomy = E \ J
* Tumor tissue for PD-L1 analysis) \__ 1280 ) -
\* Tumor tissue for analysis ) 7] If positive: ‘l,
DFS in ITT population®
Stratification factors Primary endpoints (all-randomized stage IB-lIIA)
+ Male vs female - Investigator-assessed DFS tested hierarchically: : - ;
- Stage (IB vs Il vs l1IA) 1. PD-L1TC 21% (SP263) stage II-llA population If positive: wly
« Histology 2. All-randomized stage II-IlIA population ( ]
: : OS in ITT population®
+ PD-L1 tumor expression status®: 3. ITT (all-randomized stage IB-11lA) population W 1
TC2/3 and any IC vs TCOM and k e st S
IC2/3 vs TCO/1 and IC0/1 0
Endpoint was met at DFS 1A
[ Endpoint was not met at DFS 1A, and follow-up is ongoing
] ©s data were immature, and endpoint was not formally testex

Both arms included observation and regular scans for disease recurrence on the same schedule.
IC, tumor-infiltrating iImmune cells. * Per SP142 assay. ® Two-sided a=0.05.

Slide by Nasser Altorki WCLC 2021



Impower 010 DFS benefit in PD-L1> 1%, II-Il1A

Patient with PD-L1> 1% tumors Stage II-1I1A

40

Disease-free survival (%)

20

— Atezolizumab
— Best supportive care

Atezolizumab: median NE (95% Cl 36-1 months to NE)
Best supportive care: median 35-3 months (95% Cl 25-0 to NE)
Stratified hazard ratio: 0-66 (95% Cl 0-50-0-88), p=0-0039

48:2%

Number at risk
(number censored)
Atezolizumab 248
©)
Best supportive care 228
(0)

T

T T
3 6 q

235 225 217
® @ (0
212 186 169
(10) (10) (12)

T
12

206
(11)
160
(13)

T
15

198
(11)
151
(14)

18

190
(12)
142
(15)

21

181
(13)
135
(16)

159
(29)
117
@7

T T T
7 30 33 36 39 42 45 48 s51 54

134 1 76 54 3 2 12 8 3 3
(47) (65 (91) (111) (130) (139) (148) (152) (157) (157)
97 80 59 38 2 14 7 6 4

(41) (55) (7)) (88) (102) (109) (116) (117) (119) (120)

Disease-free survival (%)

20

All Stage II-llA patients

Atezolizumab: median 42-3 months (95% CI 36-0 ta NE)
Best supportive care: median 35-3 months (95% Cl 30-4 to 46-4)
Stratified hazard ratio: 079 (95% Cl 0-64-0-96), p=0-020

Number at risk
(number censored)
Atezolizumab 442
0)
Best supportive care 440
@)

T T T T T T T T T

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

418 384 367 352 337 319 305 269 225 185 120 84 48 34 16 n 5 3
(12) (12 (4 (5 (6 (17) (19) (46) (79) (111) (160) (192) (222) (236) (253) (258) (264) (266)
412 366 331 314 292 277 263 230 182 146 102 71 35 22 10 8 4 3
(17) (19) () (24) (25 (27) (28) (50) (86) (116) (150) (177) (209) (222) (233) (234) (238) (239)



Impower 010 DFS results: No benefit in the ITT population(lb-II1A)

C
100 Atezolizumab: median NE (95% CI 36-1 months to NE)
Best supportive care: median 37-2 months (95% CI 31.6 to NE)
Stratified hazard ratio: 0-81 (95% C1 0-67-0-99), p=0-040
80
3
=
>
E 60
a
5 [ercenceseymapaeenmecanmanymsat e g
% 404
]
2 :
= H
20 :
0 T T T T T T T T T T T T T

1 T 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

T " =
Rioasar akviab: ime since randomisation (months)

(number censored)
Atezolizumab 507 478 437 418 403 387 367 353 306 257 212 139 97 53 38 19 14 8 4
(0) (150 (18) (200 (21) (22) (23) (250 (62) (99) (135) (192) (230) (268) (283) (301) (306) (312) (316)
Best supportive care 498 467 418 383 365 342 324 309 269 219 173 122 90 46 30 13 10 5 4
(0 (19) (21) (24) (26) (27) (30) (31) (57) (95) (134) (175) (203) (243) (258) (274) (276) (281) (282)



Ate.z.olizumabgroup

Best supportive care group

Event patient.s. Median DFS

Evellts,Ipalieots. Median DfS

Ha.zard ratio
(95,.Cl)

n/N (95,.CI), monlhs ~ n/N (95,.CI). month,
Ago
<6Sye" 281/544 NE(JS-5--NEl 263/544 3S7 (304-464) 0-79 (0-61-1-03)
2::6Sye-m. 161/338 42-3(31-3-NE) 177/338 31-0(24-7-NE) 0-76 (0S4-HIS)
S..
Malo 2951589 NE(36:7-NE) 294/589 36,0 (31+0-NE) 0-76 (0-59-0-99)
Femsjllit 147/293 34-9(30-2-NE) 146/293 30-4(25-1-373) 080(0-57-1-13)
RiilCe
Wilite 307/631 1 (35-3-NE) 324/631 JS7(304-41>4) 078(0-61-1-00)
Asian 121/227 42-3(302-NE) 106/227 31-6(23-9-NE) 082 (0-5S8-1-22)
Ullkn(OW11 9/16 NE(NE-NE) 716 28 6 (4+5-NE) 027 (0-0S-1-50)
Aegion
Asia-Pacific 116/219 42-3(302-NE) 103/219 316 (24°0-NE) 0-83(0-5S-1-2S)
Europeand the Middle East  270/560 NE (35:3-NE) 290/560 35-3(301-464) 073 (0-56-094)
NorthAmerir.1 55/101 355 (24+1-NE) 46/101. 357 (239-NE) 1:03(0-57-1-89)
ECOG petfotmance status
0 2391491 NE(JS+S-NE) 252/491 351(29:7-42:1) _—I— 072 (0-55-095)

201/388 36-1(314-NE) 1871188 NE(28-6-NE) 0-87 (0,6,t.-1.18)
Toba,r;co use history
Never 0/196 301 (24-0-32-8) 96/196 30-4 (24-0-42-1) 1-13 (0 77-1-67)
Previous 277/547 NE(423-NE) 270/547 32-0(297-NEJ 062 (0-47--0-81)
Current 6S/139 NE (30°1-NE) 74/139 NE(I4-2-NE) 1-01(0-SS-1-781
Histology
Squamous 150/294 NE(36¢1-NEJ 1441294 46-4(114-NE) 080(0-54-1-18)
Non-squamous 292/588 37-1(JJ.4-NE) 296/588 30-4(245-37-2) 0-78 (0,61--0-99)
St.Jge
1A 147/295 NE(167-NE) 148/295 NE(Il-0-NE) 0-68 (0 46-100)
118 901174 37-1(32-J-NE) 841174 0-88 (0-54-1-42)
A 205/413 32:3 (25°4-NE) 208/413 0-81 (0-61-1-06)
Aegionsiil lymph node shge (pN)
NO 118/229 NE(35°5-NE) 111/229 464 (37-0-NE) 0-88 (0S7-1-38)
NI 170/348 NE(JH-NE) 178/348 36-0 (304-NE) >+, 0:67 (0-47--0-95)
f'U-Llstatus by 'tI'lb3 .
TC<1% 181/383 36:1(30-2°NE) 2021383 370 (28,6-NE) 097 (072+1-31)
TCitl% 248/476 NE(16°1-NE) 2281476 35-3 (29+0-NE} 0-66 (0-49-0-8n
TC1-49" 133/247 32-8 (294-NE) 114/247 31—4(34(]4\]:) 0-87 (0,60-1-26)
TC::i:50% 115/129 NE(4H-NE) 114/119 357 (29°7-NE) i B i 043 (0-27-0,68)
Tvrw, nf <;lImI>ry —

- . | .
8ilobectomy 30/47 367 (36.1-NE) 17/47 NE(6.2-NE) 1-02 (0,JS-298)
Pneumolled:omy 72/150 36-1(301-NE) 781150 421 (234-NE)

Chemotherapy regimen

Cisplatin plusdocetairel 59/124 36-1(31+3-NE) 65/124 373 (12+0-NE) 072 (0-42-1-23}

Cisplatin pIU'i gemcitabine 77/138 36°1(301-NE) 61/138 46,4(2],8-NE) 094 (0-56-1-57)

Cisplatinplus pemetre:wled 172/349 42:3(32+8 El 177/349 31+4 (26,7-NE) 0 84 (061-H6)

Cisplatin plus virorelbine 134/171 NE(16-0-NE) 1371271 37-0(301-NE) 067 (0 46-Q.99)

EGFR mutation stattlS

Ve, 49/109 24-1(16-1-36:1) 60/109 24+0 (12-2-31+4) 099 (0-60-1-62)

No 229/463 NE(32-8-NE) 2341463 360(301-NE) 0-79 (059-105)

Unimowri 164/310 NE(16+1-NE) 146/)10 421 ()0-4-NE) 070(049-101)

AU' rearr.Ingement status

Ve, 14/31 30-5(17-1-NE) 17/11 372 (19-5-NE) 1-04 (0,38-2-90)

No 251/507 36°1(30-2NE) 256/507 31-4 (24-7-NE) 085 (0-66-110)

Unknown 1771344 NE (36°1-NEJ 1671144 37:3 (31+0-NE) 0-66 (0-46-093)
10 100

AllEmcnts 44&82 42-3 (36+0-NE) 4% 35-3 (30+4-46+4) F.rvours ateiohzumab  Favour best sunportiyg g5¢0-64-0.96)




Impower 010 Adverse Events

(n=495) (n=495)
Adverse event
Any grade 459 (93%) 350 (71%)
Grade 3-4 108 (229%) 57 (12%)
Serious 87 (18%) 42 (8%)
Grade 5 8 (29%)* 3(1%)!

Led to dose interruption of atezolizumab 142 (29%)

Led to atezolizumab discontinuation 90 (18%)

Immune-mediated adverse events

Any grade 256 (52%) 47 (9%)
Grade 3-4 39 (8%) 3(1%)

Required the use of systemic

corticosteroids? 60 (12%) 4 (1%)

Led to discontinuation 52 (11%) 0



Phase III NSCLC Adjuvant Immunotherapy Trials

PEARLS

NCT02504372
N = 1080

Post Surgery RO
IB (24 cm)-IlIA
ACT as indicated
PS0-1

BR31

NCT02273375
N=1360

ANVIL

NCT02595944
N =903

IMpower 010

NCT02486718
N=1280

Pembrolizumab: 200 mg Q3W 1.

D | : .
A S Al End Point: DFS in PDL1+
DFS overall
Placebo

Nivolumab: 240 mg Q2W 1.

End Point: DFS

End Point: DFS and OS

End Point: DFS in II-1lIA
DFS in PDL1+
in lI-111A
DFSinITT

Atezolizumab 1200 mg Q3W 1.

Observation

DFS benefit but not in PD-
L1 50% or higher.
Benefit in EGFR patients



Adjuvant Immunotherapy Take Home points

* FDA approval for 1 year of Atezolizumab in the PD-L1 1% or higher
tumor. However, benefit is mostly driven by the PD-L1 50% or higher

* Matter of discussion in PD-L1 low patients. Consider Alliance ACCIO
trial AO1801 NCT04267848, in PD-L1 negative and low patients

* No benefit for adjuvant atezolizumab in EGFR and ALK mutated
tumors. Adjuvant Osimertinib is the standard of care in EGFR
mutated patients. Consider comprehensive molecular profiling in
earlier stage NSCLC.



CheckMate 816 study design?'

Key eligibility criteria
* Newly diagnosed, resectable,
stage IB (2 4 cm)-IIIA NSCLC NIVO 360 mg Q3w
th 1
QOGP0 N = 358 E —
. : chemo? Q3w (3 cycles) Radiologic |  (within 6 Optional | Follow-up
* No known sensitizing EGFR 9_ et | weeks | adjuvant | =——>
mutations or ALK alterations post- chemo + RT
treatment)
Stratified by — Dbt °
stage (IB/1l vs lIIA),
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 « 0§ » 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.

NCTD2998528; 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 paclitaxe{ +

carboplatin; *Vinorelbine + cisplatin, docetaxel « cisplatin, gemcitabine + cisplatin (SQ only), pemetrexed + cisplatin (NSQ only), or paclitaxel + carboplatin, 3

PM Forde et al. N Engl J Med 2022;386:1973-1985



Checkmate

816:EFS

A
100+
90
T 80+
= 704 i
s ) - Nivolumab plus
E 60+ 1 : chemotherapy
0 504 : { 0
& w0 : :
2 304 J i Chemotherapy alone Alone
1] ' H
& 204 ! !
1 1}
o | s
0 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
Months
No. at Risk
Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 0

No. of
Patients

Nivolumab plus 179
Chemotherapy
Chemotherapy 179

Median
Event-free Survival

(95% Cl)
mo

316 (30.2-NR)

208 (14.0-26.7)

Hazard ratio for disease progression,
disease recurrence, or death, 0.63
(97.38% Cl, 0.43-0.91)

P=0.005

PM Forde et al. N Engl J Med 2022;386:1973-1985

Subgroup

Overall
Age
<65 yr
=65 yr
Sex
Male
Female
Geographic region
North America
Europe
Asia
ECOG performance-status score
0
1
Disease stage at baseline
IBorll
1A
Histologic type of tumor
Squamous
Nensquamous
Smoking status
Current or former smoker
Never smoked
PD-L1 expression level
<1%
=1%
1-49%
=50%
TMB
<12.3 mutations/megabase
=12.3 mutations/megabase
Type of platinum therapy
Cisplatin
Carboplatin

No. of
Patients

358

176
182

255
103

91
66
177

241
117

127
228

182
176

318
39

155
178
98
80

Median

Event-free Survival
(95% Cl)
Nivolumab plus

chemotherapy
(N=179)

Unstratified Hazard Ratio for Disease Progression,
Disease Recurrence, or Death (95% Cl)

mo

316 (30.2-NR)

NR (31.6-NR)
30.2 (23.4-NR)

30.6 (20.0-NR)
NR (30.5-NR)

NR (25.1-NR)
316 (13.4-NR)
NR (30.2-NR)

NR (30.2-NR)
30.5 (14.6-NR)

NR (27.8-NR)
316 (26.6-NR)

30.6 (20.0-NR)
NR (27.8-NR)

316 (30.2-NR)
NR (5.6-NFR)

25.1 (14.6-NR)
NR (NR-NR)
NR (27.8-NR)
NR (NR-NR)

30.5 (19.4-NR)
NR (14.8-NR)

NR (25.1-NR)
NR (30.5-NR)

Chemotherapy
alone
(N=179)

208 (14.0-26.7) — 063 (045-0.87)
20.8 (14.0-NR) —_——— 0.57 (0.35-0.93)
184 (10.6-31.8) — 0.70 (0.45-1.08)
169 (13.8-24.9) —— 0.68 (0.47-0.98)
31.8 (13.9-NR) e 046 (0.22-0.9)

NR (12.8-NR) e — 0.78 (0.38-1.62)
211 (10.2-NR) S — 030 (0.36-1.77)
165 (108-22.7) — ! 0.45 (0.29-0.71)
22.7 (16.6-NR) —_— 061 (041-0.91)
140 (8.3-26.2) — 0.71 (041-1.21)
NR (16.3-NR) —— 087 (048-1.56)
15.7 (10.8-22.7) —_—— 0.54 (0.37-0.80)
22.7 (LL5-NR) ——— 0.77 (049-1.22)
196 (13.8-26.2) —— 0.50 (0.32-0.79)
22.4 (15.7-NR) —— 0.68 (045-0.96)
104(77-208) — o 033 (0.13-0.87)
18.4 (13.9-26.2) — 0.85 (0.54-1.32)
211 (115-NR) —_—— 041 (0.24-0.70)
26.7 (LL5-NR) ——— 0.58 (0.30-1.12)
196(82-NR) ~~——e— | 0.24 (0.10-0.61)
26.7 (16.6-NR) — 0.86 (0.47-1.57)
22.4 (13.4-NR) _— 0.69 (0.33-1.46)
20,9 (15.7-NR) —— 0.71 (0.49-1.03)
106(76-267) ——e— ! 031 (0.14-0.67)

T

T T T T 1
0.125 0.25 0.50 1.00 2.00 4.00

Nivolumab plus Chemotherapy Better Chemotherapy Alone Better




Checkmate 816: Path CR

A
405 Odds ratio, 13.94 (9994 Cl, 3.4955.75)
35 P<=0.001
% 20 ! Difference, 21.6
T 24.0
E R 254 (43/179)
Sg
S5 29
2 g 154
==
E 10+
2.2
559 (4/179)
Nivolumab plus Chemotherapy Chemotherapy Alone
B
Unweighted Difference,
MNo. of Pathological Complete MNivolumab plus Chemotherapy minus
Subgroup Patients Response (95%2& CI) Chemotherapy Alone (952& CI)
Chemotherapy MNivolumab plus
alone chemotherapy
(N=179) (N=179)
6 percentage points
Overall 358 2.2 (0.6-5.6) 24.0 (18.0-31.0) : p— — 21.8 (15.2 to 28.7)
Age !
=65 yr 176 0 (0—4.3) 26.9 (18.2—37.1) . —— 26.9 (17.8 to 36.7)
=65 yr 182 4.2 (1.1-10.3) 20.9 (12.9-31.0) ! ————— 17.8 (7.3 to 26.8)
Sex »
Male 255 2.4 (0.5—6.7) 22.7 (15.7—30.9) : — - 20.3 (12.6 to 28.4)
Fernale 103 1.9 (<0.1-10.3) 27.5 (15.9—41.7) . —_— - 25.5 (12.3 to 39.1)
Geographic region H
MNorth America o1 2.0 (<0.1—10.6) 22.0 (10.6—37.6) i e —— 20.0 (6.9 to 34.8)
Europe 66 0 (0—13.7) 24.4 (12.4—40.3) ' - - 24.4 (7.4 to 39.3)
Asia 177 3.3 (0.7—9.2) 28.2 (19.0—-39.0) : — - 25.0 (14.7 to 35.5)
ECOG performance-status score H
o 241 1.7 (0.2—6.0) 26.9 (19.1-35.3) : ———— 24.9 (16.7 to 33.4)
1 117 3.2 (0.4—11.2) 18.2 (9.1-30.9) 5 ————— 15.0 (3.8 to 27.3)
Disease stage at baseline H
1B or 1| 128 4.8 (1.0—-13.3) 26.2 (16.0—38.5) ‘: —_—— 21.4 (2.0 to 33.6)
1A 228 0.9 (<0.1—4.7) 23.0 (15.6—31.9) : — 22.1 (14.3 to 30.7)
Histologic type of tumor '
Squamous 182 4.2 (1.2—10.4) 25.3 (16.6—35.7) x —_—- 21.1 (11.0 to 31.4)
Nonsquamous 176 0 (0—4.3) 22.8 (14.7—32.8) H —- 22.8 (14.2 to 32.4)
Smoking status C
Current or former smoker 318 2.5 (0.7—6.4) 25.6 (19.1—33.1) F —_— 23.1 (15.9 to 30.5)
MNewver smoked 39 0 (0—16.8) 10.5 (1.3—33.1) s 10.5 (—7.3 to 31.4)
PD-L1 expression level H
=196 155 2.6 (0.3—9.1) 16.7 (9.2—26.8) D —— 14.1 (4.8 to 24.0)
=124 178 2.2 (0.3-7.9) 32.6 (23.0—43.3) - —_— 30.3 (19.9 to 40.7)
14994 98 O (0—7.5) 23.5 (12.8-37.5) . — e 23.5 (11.4 to 36.8)
=5096 280 4.8 (0.6—16.2) 44.7 (28.6—61.7) ' 40.0 (21.7 to 55.9)
TMB
<12.3 mutations/megabase 102 1.9 (=0.1-10.1) 22.4 (11.8—36.6) ' S — 20.6 (8.2 to 34.1)
=12.3 mutations/megabase 76 2.7 (<0.1—14.2) 30.8 (17.0—47.6) : —_—— 28.1 (11.6 to 43.9)
Type of platinum therapy :'
Cisplatin 258 2.2 (0.5—-6.4) 21.8 (14.9-30.1) : — - 19.5 (12.0 to 27.7)
Carboplatin 72 0 (0—10.6) 30.8 (17.0—47.6) . — - 30.8 (14.7 to 46.4)
—3‘0 —3‘.5 (I) 1‘5 3‘0 4‘5 5‘0
Chemotherapy Alone Better Nivolumab plus Chemotherapy Better

PM Forde et al. N Engl J Med 2022;386:1973-1985



Checkmate 816:0S

100
90 g
L 82.7 Nivolumab plus
30 : e chemotherapy
' 1
I
1
. i 70.61
® i
%- 60 : 1' Chemotherapy alone
g ! : Median Overall
S 504 : 1 No. of Survival
= : ! Patients  (95% Cl)
g 404 1 : mo
1
8 ' : Nivolumab plus 179 NR (NR-NR)
304 : 1 Chemotherapy
! g Chemotherapy 179  NR (NR-NR)
20 : 1 Alone
1 : Hazard ratio for death, 0.57
10 ' : (99.67% Cl, 0.30-1.07)
: . P=0.008
0 1 I I ; | I I : ] 1 I I I ] 1 1
0 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at Risk
Nivolumab plus chemotherapy 179 176 166 163 156 148 146 143 122 101 72 48 26 16 7 3 0
Chemotherapy alone 179 172 165 161 154 148 133 123 108 80 59 41 24 16 7 2 0

PM Forde et al. N Engl J Med 2022;386:1973-1985



Checkmate 816: Adverse Events

Table 2. Adverse Events.*

Nivolumab plus Chemotherapy Chemotherapy Alone
Event (N=176) (N=176)

Any Grade Grade 3 or 4 Any Grade Grade 3 or4

Adverse events of any cause — no. (%)

All 163 (92.6) 72 (40.9) 171 (97.2) 77 (43.8)
Leading to discontinuation of treatment 18 (10.2) 10 (5.7) 20 (11.4) 7 (4.0)
Serious 30 (17.0) 19 (10.8) 24 (13.6) 17 (9.7)
Treatment-related adverse events — no. (%)
All 145 (82.4) 59 (33.5) 156 (88.6) 65 (36.9)
Leading to discontinuation of treatment 18 (10.2) 10 (5.7) 7(9.7) 6 (3.4)
Serious 21 (11.9) 15 (8.5) 18 (10.2) 14 (3.0)
Deathi: 0 — 3(1.7) —
Surgery~rz|a§ted adverse events — no./total no. 62/149 (41.6)  17/149 (11.4)  63/135 (46.7)  20/135 (14.8)
(%)

* Adverse events were coded according to the Medical Dictionary for Regulatory Activities, version 24.0, and were graded
according to the Common Terminology Criteria for Adverse Events, version 4.0.

T Included are events reported between the first neoadjuvant dose and 30 days after the last neoadjuvant dose.

I Treatment-related deaths in the chemotherapy-alone group were due to pancytopenia, diarrhea, acute kidney injury (all
in one patient), enterocolitis, and pneumonia.

§ The denominators are based on patients who underwent definitive surgery. Included are events reported up to 90 days
after definitive surgery. Grade 5 surgery-related adverse events (defined as events that led to death <24 hours after the
onset of an adverse event) were reported in two patients in the nivolumab-plus-chemotherapy group and were deemed
by the investigator to be unrelated to the trial drugs (one each due to pulmonary embolism and aortic rupture).

PM Forde et al. N Engl J Med 2022;386:1973-1985



Checkmate 816:EFS by Stage

Stage 1-2

A
100
80
g
.g 60
g
=
7]
o
£
= 40
g
w
20
0
0
No. at Risk

Nivolumab + chemotherapy 65
Chemotherapy 62

56
55

58%

Nivolumab +
chemotherapy Chemotherapy
(n=113) (n=115)
Median EFS, mo 31.6 15.7
(95% CI) (26.6-NR) (10.8-22.7)

HR (95% ClI) 0.54 (0.37-0.80)

Nivolumab +
chemotherapy

Chemotherapy

B Stage 3A
Nivolumab +
chemotherapy Chemotherapy
(n=65) (n=62) 100 =
Median EFS, mo NR NR
(95% CI) (27.8-NR) (16.8-NR)
HR (95% CI) 0.87 (0.48-1.56)
80
i
] I 1;
i s ) o~
! i Nivolumab + =
i ! chemotherapy S 60
: I - E
i E Chemotherapy {3
| i @
: : £
| i £ 40
i i @
1 I Lﬁ
i i
1 1
1 ]
1 1
1 1
: : 20
1 I
I I
I I
} I
T T I T T T I T T [} T T 1
6 9 12 15 18 21 24 27 30 33 36 39 42
Months 0 T T T
0 3 6 9
47 43 39 37 36 31 27 15 12 4 2 1 0
51 44 39 37 32 28 23 12 10 8 6 3 0
No. at Risk
Nivolumab + chemotherapy 113 95 89 81
Chemotherapy 115 89 75 65

12 15 18 21 24 27 30 33 36 39 42
Months

79 70 66 56 47 26 22 9 4 2 0

55 46 43 33 29 14 14 5 G 1 0



Checkmate 816:EFS by PD-L1

A Cc Nivolumab +
chemotherapy Chemotherapy
e (n=38) (n=42)
Nivolumab + volumat + Median EFS, mo NR 19.6
chemotherapy Chemotherapy cher;:‘itggaw C“em‘:‘;‘gfaw 100 4 {95% CI) (NR-NFR) (8.2-NR)
{e=78) n=i1) 100 Median EFS, mo NR 26.7 1 (05% C¥ 0:240.10-061)
ey (95%8:::105 Pk (1422;%1) a3 ol 2) ] RTENR,  CUESNE)
’ L HR (5% CI 0.58 (0.30-1.12
HR (95% CI) 0.85 (0.54-1.32) BO%.59. . ! 80 :
1 - >
80 H Nivolumab +
80 5% 1
5 70% Nivolumab + z i chemotherapy
= otherapy = i
£ £ > § 60 i
= ol £ 60 . £ |
T 60 i H a |
£ i @ ﬁ 1
@ ! H 51% - !
o ! = § 40+ !
£ i £ 901 g !
- 40 i 2 w '
B i 6! e '" | H
I | ] Nivolumab + !
i ! chemotherapy i 204 E
!
20 i | i
| ! |
| | i
| | i
| | | '
| | o T — T T — T — T 0 T T T T T T t T T T T T 1
i | i D0 3 6 9 12 15 18 21 24 27 30 33 36 09 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
B S e e e N S S S S e o p—
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 Months Months
No. at Risk No. at Risk
) Months Nivolumab + chemotherapy 51 43 39 36 35 34 33 28 24 12 9 4 1 0 o Nivolumab + chemotherapy 38 33 30 30 30 28 27 25 23 12 10 3 2 1 0
No. at Risk Chemotherapy 47 40 33 20 25 21 18 17 15 10 10 3 3 1 0 Chemotherapy 42 31 27 24 20 20 19 15 12 6 5 2 2 0 0
Nivolumab + chemotherapy 78 65 57 51 46 39 36 30 24 15 13 6 3 2 0
Chemotherapy 77 62 58 49 44 38 34 25 21 10 9 8 6 3 0

PD-L1 1-49%
PD-L1 PD-L1 > 50%
negative

PM Forde et al. N Engl J Med 2022;386:1973-1985



Checkmate 816: Event-free Survival in Patients with or without a Pathological Complete Response.

pCR No pCR pCR No pCR
(n=43) (n=136) (n=4) (n=175)

Median EFS, mo NR 26.6 NR 18.4
{95% CI) (80.6-NR) (16.6-NR) (NR-NR) (13.9-26.2)
HR (95% CI)* 0.13 (0.05-0.37) Not computedt
100..m s T
= L-————- €- - —— J1,—® Chemotherapy (pCR)
7§ [ ]
80 - \ -,
- 0 Nivolumab + chemotherapy (pCR)
+ '
“iij 60 - R co-,..
. <l
= " e-a.,
zl “+ e Nivolumab +
<D : co-,
a, - - e chemotherapy
l!; . 116, (no pCR)
1: 40 - G =="l1D-=- gear- 0---
a, Poomfm = om om i e mff
w Chemotherapy (no pCR)
20 -
0 | | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk

Nivolumab + chemotherapy (pCR) 43 43 41 40 40 40 40 35 32 19 14
Chemotherapy (pCR) 4 4 4 4 4 4 4 4 4

Nivolumab + chemotherapy (nopCR) 136 108 95 84 78 67 62 52 42 22 20
Chemotherapy (no pCR) 175 140 122 105 90 79 71 57 48 23 22
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Checkmate 816: Surgical Outcomes

Nivolumab plus

Chemotherapy Chemotherapy
(N=179) (N=179)
Patients with definitive surgery* — no. (%) 149 (83.2) 135 (75.4)
Time from last neoadjuvant dose to definitive surgery — wk
Median (IQR) 5.3 (4.6-6.0) 5.0 (4.6-5.9)

12 (6.7)

Disease progression 17 (9.5)
Adverse event 2(1.1) 1(0.6)
Othert 14 (7.8) 19 (10.6)
Patients with delayed surgery*$ — no. (%) 31 (20.8) 24 (17.8)
Administrative reason 17 (11.4) 8(5.9)
Adverse event 6 (4.0) 9(6.7)
Other 8 (5.4) 7(5.2)
Duration of surgeryl — min
Median (IQR) 185.0 (133.0-260.0) 213.5(150.0-283.0)
Surgical approach’ — no. (%)
Thoracotomy 88 (59.1) 85 (63.0)
Minimally invasive** 44 (29.5) 29 (21.5)
Minimally invasive to thoracotomy 17 (11.4) 21 (15.6)
Type of surgery$ — no. (%)
Lobectomy 115(77.2) 82 (60.7)
Sleeve lobectomy 2(1.3) 10 (7.4)
Bilobectomy 3(2.0) 4 (3.0)
Pneumonectomy 25 (16.8) 34 (25.2)
Other 24 (16.1) 21 (15.6)
Completeness of resection’ — no. (%)
RO (no residual tumor) 124 (83.2) 105 (77.8)
R1 (microscopic residual tumor) 16 (10.7) 21 (15.6)
R2 (macroscopic residual tumor) 5(3.4) 4 (3.0)
Rx (unknown) 4(2.7) 5(3.7)

PM Forde et al. N Engl J Med 2022;386:1973-1985




Checkmate 816: Take Home Points

3 cycles of neoadjuvant chemo immunotherapy improved outcomes (EFS,
pCR) in EGFR/ALK negative resectable Stage 1b-3a NSCLC

* Most benefit derived by Stage IlIA, PD-L1 high, Non squamous subsets

* No detriment to surgical outcomes due to immunotherapy

* 17% did not proceed to surgery, 6.7% from progression, 1.1% from toxicity.
» Consider/Preferred choice for resectable Stage IlIA patients

* Post surgical management of patients who do not have path CR is unclear
* |s 3 cycles of neoadjuvant chemo/immunotherapy enough?

* Logistics of molecular profiling before neoadjuvant therapy needs to be
worked out.



KRAS G12C is the most common KRAS variant in NSCLC

KRAS G12C

40% of KRAS mutationsin NSCLC

50%
40%

40% ———
30% 6%

= B North America (n=4706)
20% = ) ) = China (n=591)
0% — —— — 4% 2% 2% =4%=
G12C G1l2v G12D G12 Other Other

Infographic generated from data

Judd MCT 2021; Loong TLCR 2020 Slide courtesy: Dr Grace DY



Development of KRAS-Targeting Therapies in NSCLC

2009-2017: MEKi (SELECT), CDK4/6i 2013: Shokat team revealed
(JUNIPER) failed clinical testing in KRAS crystallographic insights on allosteric
mutant NSCLC site for developing KRAS G12Ci

hi itchel —

2000-2003: FTIs failed ‘

clinical testing in lung cancer

2018: Sotorasib FIH trial started
2021: Sotorasib received US FDA
accelerated approval as 2/3LNSCLC
with KRAS G12C

1982: Discovery of KRAS
oncogene in LC cell line

o Der PNAS 1982

Sotorasib is a first-in-class, oral targeted therapy that selectively
inhibits the KRASG12C protein

Sotorasib locks the KRASG'2C protein in an inactive state,
preventing oncogenic signaling without affecting wild type KRAS

Adjei JCO 2003
JanneJAMA 2017
Goldman Front Oncol 2020
Ostrem Nature 2013
Skoulidis NEJM 2021

Canon Nature 2019

. Lanman AACR 2019
Slide courtesy: Dr Grace DY

Ryan Nat Rev Clin Oncol. 2018
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CodeBreaK 100 Long-term Update in NSCLC: Study Schema

SOTORASIB

Pooled Phase 1/2: Advanced NSCLC, Safety and

sotorasib 960 mg orally once daily (N = 174) long-term
Radiographic scan every 6 weeks up to week 48; once every 12 weeks thereafter follow-u P

Screening/
enrollment

PHASE 1 PHASE 2
Key eligibility criteria (n = 48) (n = 126)
Primary endpoint Primary endpoint
* Locally advanced or metastatic . ” .
KRAS p.G12C-mutated solid Safety and tolerability ORR by RECIST 1.1 by BICR
tumors
« 1+ prior systemic therapy or Key secondary endpoints Key secondary endpo_lnts
T + PK,ORR, DoR, PFS, « DoR, DCR, PFS, OS, time
ineligible/intolerant : ,
duration of stable disease to response, safety

e Stable brain mets allowed

Data cutoff: February 22, 2022

Median Follow-up for Overall Survival: 24.9 months

¥R e -_— .

Dy et al AACR 2022




Efficacy Analysis: Code Break 100 Long-Term Update (AACR)

Phase 1/2 NSCLC
N=172%

Objective response rate, % (95% Cl) 40.7 (33.3, 48.4)

Response by Central Review

Best overall response, n (%)

Complete response 5(2.9)
Partial response 65 (37.8)
Stable disease 74 (43.0)
Progressive disease 23 (13.4)
Not evaluable or missing scan 5(2.9)
Disease control rate, % (95% Cl) 83.7 (77.3, 88.9)

Median progression-free survival, months (95% Cl) 6.3 (5.3, 8.2)

Dy et al AACR 2022




Durability of Response: CodeBreak 100 Long-Term Update (AACR)

I BOR was CR
— N BOR was PR
e® Firstresponse

! . = s PD Median time to
“ 0 = N — OngoingPES ragponse: 6 weeks
. : 2 « 70% of patients had a
2 . * . 2 response at their first
] -! E + scan
Sl . : ' = Median duration of
; 3 response: 12.3 months
== (95% CI: 7.1, 15.0)
S
i, 4 50.6% (95% Cl: 37.4,
P. » 62.4) of responders
/i 0 remainedinresponse

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 for 12+ months
Months

Dy et al AACR 2022

Slide courtesy: Dr Grace DY



Updated Overall Survival: CodeBreak 100 Long-Term Update

Sotorasib
Median OS (95% CI)

1.0 - e .

094 4““«.” X Sotorasib
2 54 | g 12.5 2 Year OS
S : _ h“n Months o
s 074 sl (10.0, 17.8) 32.5%
g 0.6 - ! M, |Hl| | (25.0, 40.2)
s 051 L B T -
E 044 gt SRR
- 0.3 - | — Ramucirumab plus docetaxel T, . | Ii| IR
§ ) I Median OS Nonsq 11.1 months = i I | T

0.1 - - i

0.0 - r . pu u :

I = = L= | J'f; 15 1=

0 2 4 6 8 10 @ 14 16 18 20 22 €) 26 28 30 32 34 36
Study Months
Number of Patients: 174 163 141 121 101 88 77 71 65 959 52 46 32 22 6 4 2 1 0

2-year overall survival observed in 32.5% of patients

Median follow-up time for OS was 24.9 months
Dy et al AACR 2022

Slide courtesy: Dr Grace DY



CodeBreak 200 Randomized Phase Il

Screening/ _
enroliment Sotorasib

960mg QD

Key eligibility criteria
* Locally advanced or metastatic

KRAS p.G12C-mutated NSCLC

* 1+ prior systemic therapy or
ineligible/intolerant

RANDOMIZATION
N=345

e Stable brain mets allowed
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Summary of active agentsin EGFR exon 20

Type

ORR/ DCR

Poziotinib

Mobocertinib

FDA APPROVED Sep 2021

Amivantamab

FDA APPROVED May 2021

Osimertinib 160 mg

Oral TKI
16 mgqd

Oral TKI
160 mg daily

IV
EGFR-MET
bispecific
antibody

Phase 2

Zenith
Cohort 3
79 pts

114pts

Exclaim
NCT02716116

Chrysalis
81 pts

ECOG /ACRIN
5162
21 pts

27.8%

28 %

40%

25%

7.2 months

7.3 months

8.3 months

9.7 months

6.5 months

17.5months

11 months

5.7

Common DCR

AE

Grade 3 Rash 8%

(33%) diarrhea (94% had dose

(23%) mucositis interruption)

diarrhea (83%), 25%
nausea (43%),

rash (33%), and

vomiting (26%),

Rash (86%) 4%
Infusion reaction

(66%)

Paronychia (45%)

Anemia, fatigue,
prolonged QT



The NEW ENGLAND JOURNAL of MEDICINE

Trastuzumab Deruxtecan in HER2-Mutant Non-Small-Cell Lung Cancer

MULTICENTER, INTERNATIONAL, PHASE 2 STUDY

9 1 Trastuzumab

Adults with metastatic HER2-mutant o
NSCLC refractory to standard treatment -"[TOPO | inhibitor |
(median follow-up, 13 mo) ”

L

Deruxtecan

T——

Confirmed objective response
(assessed by independent central review)!

SSOfO (950/0 CI, 44-65)

Duration of response
Progression-free survival
Overall survival

Grade 3 or higher drug-related adverseevents'occurred in'46%of patients

Trastuzumab deruxtecan showed durable anticancer activity.

B.T. Liet al. 10.1056/NEJMoa2112431 Copyright © 2022 Massachusetts Medical Society



Anti Tumor Activity of Trastuzumab Deruxtecan in Her 2 mutated NSCLC

A Best Percentage Change in Sum of Largest Tumor Diameters

A3 Location of HERZ Mutation: 1 Kinase domain 1 Extracellular domain
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BT Li et al. N Engl J Med 2022;386:241-251



Trastuzumab related ILD

Table S5. Adjudicated Drug-related Interstitial Lung Disease.
Patients (N = 91)

Grade 1 Grade 2 Grade3 Grade4 Grade 5 Total

Adjudicated drug-
related interstitial 3(3.3) 15 (16.5) 4(4.4) 0 2(22)t 24 (26.4)

lung disease, n (%)*
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DESTINY-Lung02

Key Eligibility Criteria

Confirmed metastatic NSCLC with activating HER2 mutation
Progression after 1 previous line of platinum-containing Rx
Absence of EGFR, BRAF mutations and ALK, ROS1 fusions
ECOGPS0Oor1

LV EF 2 50% within 28 days before randomization

No history of non-infectious ILD requiring steroids or active ILD

ECOG PS, Eastern Cooperative Oncology Group performance status; LV EF, lert
ventricular ejection fraction; ILD. interstitial lung disease; T-DXd. trastuzumab
d ruxtecan; ORR, obj ctlve respo s rate; R CIST, r sponse valuation criteria In solid
tumors; BICR, blinded independent central review; OCR, disease control rate; DOR,
duration of response; PFS, progression-free survhr.11; OS ov rail survival.

FDA approval Aug 2022

T-DXd 5.4 mg/kg
every 3 weeks
for = 14 months

ORR:57.7%

DoR : 8.7 months

[TEDXd 6.4 mg/kg

JORR (RECIST vl per BICR
Key secondary end points]
I RR (RECIST v1.| per investigator
DCR, DOR, and PFS (RECIST vl.1per 81CR
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Conclusions

* Treatment Landscape of NSCLC has changed
dramatically in the last decade with the advent of
immunotherapy and targeted therapy

* Novel combinations and immunotherapy approaches are
being studied
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