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What’s new in NSCLC?

‘ Neoadjuvant chemo-IO

‘Adjuvant 10

‘ Cemiplimab for metastatic PDL1 high
‘ Frontline metastatic dual 10
‘ Adjuvant osimertinib for EGFRm

‘ Trastuzumab deruxtecan for HER2m

‘ Sotorasib for KRASm



Who should get

neoadjuvant chemo-
immunotherapy?

TNM 7th gprtion

TNM 8th gprmion

Tla (€2 cm)

Tis
Tmi
Tss

» T1a (€1 cm)

T1b (>2 -3 cm)

T2a (>3-5cm)

T1b (>1-2cm)
Tlc (>2-3cm)

T2b (>5-7 cm)

» T2a (>3cm but <4cm)
T2b (>4cm but £5cm)

T3 (>7 cm)
T3 - atelectasis/pneumonitis
involving whole lung)

> T4
T2 atelectasis/pneumonitis irrespective
of involving lobe or whole lung

T3 tumor involving the main —» T2 -tumor involving the main bronchus

bronchus <2cm distance to
carina

irrespective of distance to carina

T3 -invasion of the diaphragm -=» T4 (invasion of the diaphragm)

N No changes

M M1b - distant metastasis

» M1b - single extrathoracic metastasis
M1c - multiple extrathoracic metastases

Ta 1B
T1b 1B
T1c 1B
T2a 1B
T2b 1B
T3 mnc
T4 mnc
Mia VA VA VA VA
M1b VA VA VA VA
Mic VB VB VB VB




Neoadjuvant chemo-immunotherapy:
CheckMate 816

Key eligibility criteria
* Newly diagnosed, resectable,
stage IB (= 4 cm)-1IIA NSCLC NIVO 360 mg Q3w
(per AJCC 7t edition®) N = 358 + Surgery
ECOG PS 0-1 . chemo® Q3w (3 cycl Radiologic ithi Follow-u
: ycles) restaging (within 6 Optional P
+ No known sensitizing EGFR 6— —p |  Weeks = | adjuvant | se—
mutations or ALK alterations post- chemo + RT®
treatment)
Stratified by —
Stage (IB-Il vs 1lIA),
PD-L1¢(2 1% vs < 1%9), and sex
Primary endpoints Secondary endpoints Key exploratory analysis
+  pCRby BIPR *  MPRby BIPR » EFS by pCR status

. EFSh by BICR . 0S

¢ Time to death or
distant metastases

aNCT02998528; PTNM Classification of Malignant Tumors 7t edition; “Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako); dIncluded patients with PD-L1 expression status not evaluable and indeterminate; eNSQ:
pemetrexed + cisplatin or paclitaxel + carboplatin; SQ: gemcitabine + cisplatin or paclitaxel + carboplatin; fVinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine + cisplatin (SQ only), pemetrexed + cisplatin
(NSQ only), or paclitaxel + carboplatin; sPer healthcare professional choice; "EFS defined as the time from randomization to any progression of disease precluding surgery, progression or recurrence of disease after
surgery, progression for patients without surgery, or death due to any cause; patients with subsequent therapy were censored at the last evaluable tumor assessment on or prior to the date of subsequent therapy.

IB/1l 36% Nonsquam 49% Ever 89% Cisplatin 72%
A 65% Squamous 51% Never 11% Carboplatin 28% Forde PM et al AACR 2021

Forde PM et al NEJM 2022



Overall Survival (%)

Pathological Complete
Response (%5)

Neoadjuvant chemo-immunotherapy:

CheckMate 816

40+
35+
30-
254
204

15=

10+

Qdds ratio, 13.94 (99% €1, 3.49-55.75)

P<0.001

24,0
(43/179)

Difference, 21.6

1.2
(4/179)

Nivelumab plus Chemaotherapy Chemaotherapy Alone

N

Nivolumab plus
chemotherapy

Chemotherapy alone

Nivol
Chi
Chen
Ala

T

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

Months

Event-free Survival (%)

Median
No.of  Event-free Survival
_ Patients (95% Cl)
Nivolumab plus o
% chemotherapy .
1 Nivolumab plus 179 31.6 (30.2-NR)
Chemotherapy
Chemotherapy 179 20.8 (14.0-26.7)
Chemotherapy alone Alone

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

P=0.005

1 | —
9 12 15 18 21 24 27 30 3

Months

| | T 1
3 36 39 42

Forde PM et al NEJM 2022



Neoadjuvant chemo-immunotherapy:
CheckMate 816

Nivolumab + chemotherapy | Chemotherapy
(149 patients) (135 patients)
Delayed surgery, number of patients (%) 31 (21) 24 (18)

Length of delay of surgery (weeks), median (IOR) 2.0 (0.6-3.0) 24 (1.0-3.7)
Su

Thoracotomy 50% 63%
. . . . Minimally invasive 30% 22%
No signal for inferior surgical e 1% 16%

outcomes with pre-operative  [Tjpeofsirgery, % of patients

chemo-IO Lobectomy 7% 61%
Pneumonectomy 17% 25%

Completeness of resection, % of patients

RO 83% 78%

R1 1% 16%
RZ 3% 3%
Rx 3% 4%

Hospital stay (days), median (IQR) 1 EI%JE{?FI;I?IT%I 1 I]J.Eifl?'i;]te'll::i}

Surgery-related adverse events, % of patients®
Any grade 1% 47%
Grades 3-4 1% 15%

Spicer J et al ASCO 2021



Who should get Ta

1B

neoadjuvant chemo- T 1T:
L] Tic HIB
immunotherapy? — .
T2b 1B

T3 IC

T4 IC

* Resectable at dx
e Tumors >4 cm
o NO Or Nl Neoadjuvant Systemic Therapy

« Nivolumab 360 mg and platinum-doublet chemotherapy every 3 weeks for 3 cycles1%*
. . » Platinum-doublet chemotherapy options include:
® S | n g | e St at | O n N 2 ¢ Carboplatin AUC 5 or AUC 6 day 1, paclitaxel 175 mg/m? or 200 mg/m? day 1 (any histology)
0 Cisplatin 75 mg/m? day 1, pemetrexed 500 mg/m? day 1 (hon-squamous histology)
0 Cisplatin 75 mg/m? day 1, gemcitabine 1000 mg/m? or 1250 mg/m? days 1 and 8 (squamous histology)
¢ Cisplatin 75 mg/m? day 1, paclitaxel 175 mg/m? or 200 mg/m? day 1 (any histology)
» Chemotherapy Regimens for Patients with Comorbidities or Patients Not Able to Tolerate Cisplatin
¢ Carboplatin AUC 5 or AUC 6 day 1, pemetrexed 500 mg/m? day 1 (non-squamous histology)

° E G F R / A L K ne g at |V e 0 Carboplatin AUC 5 or AUC 6 day 1, gemcitabine 1000 mg/m? or 1250 mg/m? days 1 and 8 (squamous histology)

Neoadjuvant chemo-nivolumab for resectable NSCLC w/o driver



Who should get

adjuvant
immunotherapy?




Adjuvant immunotherapy:

IMpower010

No crossover
Atezolizumab

ra

Completely resected Cisplatiné ) 1200 mg q21d
stage IB-IlIA NSCLC pemetrexed, 16 cycles

per UICC/AJCC v7 %em‘::tabilne’ {R> Survival

— docetaxel or »
Stage IB tumors 24 cm B 1:1 N=1005 follow-up
ECOG 0-1
Lobectomy/pneumonectomy . 1-4cycles |
Tumor tissue for PD-L1 analysis e
N=1280
Stratification factors Primary endpoints Key secondary endpoints

« Male/female
+ Stage (IB vs Il vs llIA)
Histology

- PD-L1 tumor expression status@:

TC2/3 and any IC vs TC0/1 and
IC2/3 vs TCO/1 and 1C0/1

+ Investigator-assessed DFS tested
hierarchically:
PD-L1 TC 21% (per SP263)
stage lI-IlIA population
All-randomized stage II-IlIA population
ITT population (stage IB-111A)

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.

#ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 As CO

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

Permission required for reuse.

OS in ITT population

DFS in PD-L1 TC 250% (per SP263)
stage II-IlIA population

3-y and 5-y DFS in all 3 populations

3

ANNUAL MEETING

Nonsquam 66% >1% 55% Ever 78% EGFR 11.6%

1005 IB/Il 59%

A 41% Squamous 34% <1% 45% Never 22% ALK 3.3%

Wakelee HA et al ASCO 2021



Adjuvant immunotherapy:
IMpower010

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

1004
Atezolizumab BSC
(n=248) (n=228)

;‘E 80- Median DFS (95% Cl), mo | NE (36.1, NE) | 35.3 (29.0, NE)
‘c:u' Stratified HR (95% CI) 0.66 (0.50, 0.88)
% 5 P value® 0.004¢
3 ‘g Median follow-up: 32.8 mo (range, 0.1-57.5)
i tH
8 e
- i : : —
s 40 | ' 48.2%
» : |
@© : |
w ! 1
0 : '
Q 20 = 1 :

b5 i :

T T T T T T T T T T

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54

Months
No. at risk

Atezolizumab 248 235 225 217 206 198 190 181 159 134 111 76 54 31 22 12 8 3 3
BSC 228 212 186 169 160 151 142 135117 97 80 59 38 21 14 7 6 4 3

Clinical cutoff: January 21, 2021. Cl, confidence interval; HR, hazard ratio; NE, not evaluable. @ Per SP263 assay. © Stratified log-rank. ¢ Crossed the significance boundary for DFS. 6
Dr. Heather A. Wakelee o

Presented By: IMpower010 Interim Analysis #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
https://bit.ly/33t6JJP Permission required for reuse. ANNUAL MEETING

Wakelee HA et al ASCO 2021



Adjuvant immunotherapy:

IMpower010

IMpower010: DFS in the all-randomized
stage lI-lIllA population (primary endpoint)

1004
Atezolizumab BSC
(n=442) (n=440)
<3 80+ Median DFS (95% CI), mo | 42.3 (36.0, NE) |35.3 (30.4, 46.4)
< 70.2%
- e Stratified HR (95% ClI) 0.79 (0.64, 0.96)
g P value? 0.02°
a 60 Median follow-up: 32.2 mo (range, 0-57.5)
8 r-——~~"~""~"""""""""""“"7""/™"%™¥7¥™¥”%¥™*¥"*"Y"%"/° " ;" ;" "~/ "~/ "~/ °°7 o
- b I
(= _ ! I
T 40 : |
7] |
1] , ]
Q ! I
f l |
o 204 | :
04 | :
I T

0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk

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

Clinical cutoff: January 21, 2021. 2 Stratified log-rank. ® Crossed the significance boundary for DFS. 8
Dr. Heather A. Wakelee o

Presented By: IMpower010 Interim Analysis #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
https://bit.ly/33t6JJP Permission required for reuse.

ANNUAL MEETING

Wakelee HA et al ASCO 2021



Adjuvant immunotherapy:

IMpower010

IMpower010: DFS in key subgroups of the
all-randomized stage II-lllA population

Subgroup N HR (95% Cl)2 Subgroup N HR (95% CI)2
i 882
All patients 882 —— 0.79 (0.64, 0.96) All patients . 0.79 (0.64, 0.96)
Stage
s 295 —— 0.68 (0.46, 1.00)
<65y 544 4 0.79 (0.61, 1.03) e it
265y 338 ) 0.76 (0.54, 1.05) e 174 = 0.88 (0.54, 1.42)
g I ’ A 413 s 0.81(0.61, 1.06)
Regional lymph node stage (pN)
Male 589 * 0.76 (0.59,0.99
Female 293 ‘@ 0.80 Eo 57,1 13; nd 229 = 0.88 (0.57, 1.35)
. K A S N1 348 — 0.67 (0.47, 0.95)
o
White 631 L 0.78 (0.61, 1.00) - 2L LAl R
i i =T SRR 82563; Sk 229 — 0.43 (0.27, 0.68
i IC;?"?’ i 476 = 0.66 (0.49! 0.87)
0 491 g g 0.72 (0.55, 0.95) i 4 i e (0-72= 1-31)
1 388 el 0.87 (0.64, 1.18) el .97 (0.72,1.31)
£ EGFR mutation status
Tobacco use history % - T —_——
Never 196 L 1.13(0.77,1.67) % 463 . 0.79 (0'59’ 1'05)
Previous 547 s | 0.62 (0.47,0.81) i s s (0'49’ 1'01)
Current 139 i E'S 1.01 (0.58, 1.75) il =R 70 (049, 1.01)
Histology ALK rearrangement status
Squamous 294 — gl 0.80 (0.54, 1.18) :‘35 53017 — ; -gg (g.gz, ??g)
Non-squamous 588 e 0.78 (0.61, 0.99) . T HAUEy L)
: = - Unknown 344 —— 0.66 (0.46, 0.93)
0.1 1.0 10.0 : — A
HR 0.1 1.0 10.0
Atezolizumab better BSC better - L
Clinical cutoff: January 21, 2021. @ Stratified for all patients; unstratified for all other subgroups. i 9
Dr. Heather A. Wakelee .
Presented By: |IMpower010 Interim Analysis #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
https://bit.ly/33t6JJP Permission required for reuse. ANNUAL MEETING

Wakelee HA et al ASCO 2021



Adjuvant immunotherapy:

IMpower010

OS by biomarker status (stage |I-IlIA)
Data cutoff: 18 Apr 2022

Atezo better BSC better
Subgroup (includin ¢ HR > 05: PD-L1 TC 250% (stage lI-lllA)

EGFRIALK+ i} HR (35% Cl)e excluding EGFR/ALK+
PD-L1 status by SP263= |

100 4 !
TC =1% 476 0.71(0.49,1.03 i !
{ ) £9.1% 34.8%
TC 250% 229 spmm 0.43 (0.24, 0.78) G | |7 6% .
TC 1-49% 247 095(059,154) = = 167.5%
TC <1% 383 lim 1.36 (0.93, 1.99) *_E" 604 ! :
T T T T 1T rrrry T T T rrrrrj :
(%] 1.0 10.0 :
E 401 .
Subgroup (excluding S Atezo (n=106) | BSC (n=103)
EGFR/AL K+ n HRE {95% Clj2 - Events, n (%) 15 (14.2%) 30(29.1%)
PD-L1 status by SP263c mQS (95% Cl), mo NR NR !
TC =1% 410 0.67 (0.45, 0.98) HR (95% CI) 0.42 (0.23, 0.78) !
I T |
TC Eﬁﬂ% 2“9 —— Dﬂ {023‘ ['TB} I;l ; :5 f.; 'IIE 11{1 11ﬂ 2r1 2r-1 E‘IF 3:] 313- 3rE- 3F9 -1I2 -1‘5 -'-IB Elr1 5:-1 E.F E:J EIE- 5:3 E:EI ?.2‘
TC 1-49% 201 0.93(0.56,1.56) Months
TC {1% 312 -1-21 {H-B{L 1-85} -'\.'-'.'--'.'.ll-':"-:ll-: '.i.ll' 104 904 #04 102 103 901 100 99 & --\- !':% I'.:' P:'l' B3 80 58 41 32 20 13 @ 2 1 NE

3100 58 OF 58 92 B0 BT B4 B YT TE THR TI B4 52 45 35 24 14 8 4 3 I NE

01 1.0 10.0

Adjuvant atezolizumab approved in PDL1 >1%, appears most benefit in >50%



Adjuvant immunotherapy:

PEARLS

Eligibility for Registration
* Confirmed stage IB (T 24 cm),
Il, or lIA NSCLC perAJCC v/

» Complete surgical resection with

PD-L1testing
done cenirally using
PD-L1 IHC
22C3 pharmDx

Eligibility for Randomization

* No evidence of disease
* ECOGPSOort
* Adjuvant chemotherapy

negative margins (R0)

* Provision of tumor tissue for
PD-L1 testing

* Considered for stage IB
(T 24 cm) disease

* Strongly recommended for
stage Il and llIA disease

* Limited to <4 cycles

Pembrolizumab 200 mg Q3W
for 18 administrations (~1 yr)

Placebo Q3W
for =18 administrations (~1 yr)

Stratification Factors
* Disease stage (IB vs Il vs llIA)
* PD-L1 TPS (<1% vs 1-49% vs 250%)
* Receipt of adjuvant chemotherapy (yes vs no)
* Geographic region (Asia vs Eastern Europe vs
Westem Europe vs rest of world)

Dual Primary End Points
* DFS in the overall population
* DFS in the PD-L1 TPS 250%
population

Secondary End Points
* DFS in the PD-L1 TPS 21% population
* OS inthe overall, PD-L1 TPS 250%, and
PD-L1 TPS 21% populations
* Lung cancer-specific survival in the
overall population

* Safety

1177 IB/Il 71%

A 29%

>1% 60%
<1% 40%

No 14%
Yes 86%

EGFR 6.2%
ALK 1%

Nonsquam 65%

Squamous 35%

Pas-Ares L, et al ESMO Virtual 2022



Adjuvant immunotherapy:
PEARLS

Disease-free survival (%)

100

Overall Population

: ~—— Pembrolizumab group
67%:

+  —— Placebo group
(63-71): 589% & Hazard ratio 076
. (53-63): (95% C10-63-0-91);
: p=0-0014

59% 5
{55—53:15 50% ;
| (45-55)

L BT

1 1

18 24 30 36 42 48 54 60 66

Time since randomisation (months)

PDL1 TPS >50%
2 :  Hazard ratio 0-82
68% : * (95% C10-57-1-18); p=0-14
(60-75):  66%:

(58-73)

67%
(59-74)

(48-66)

T
12

T T y— % T 1T
18 24 30 36 42 48 54 60 66

Time since randomisation (months)

O’Brien M, et al Lancet 2022



Adjuvant immunotherapy:

PEARLS

Events/participants Hazard ratio (95% Cl)
Pembrolizumab  Placebo
Age, years
<65 94/285 119/273 —— 0-73 (0-56-0-96)
=65 118/305 141/314 +— 0-84 (0-66-1-07)
Sex
Female 71/189 87/184 —— 0-73 (0-54-1-00)
Male 141/401 173/403 —— 0-81(0-65-1-01)
Geographical region
Asia 44/106 52/105 —— 0-74 (0-49-1-10)
Eastern Europe 42/116 48/113 . S 0-84 (0-56-1-27)
Western Europe 109/303 136/301 —— 0-77 (0-60-1-00)
Rest of the world 17/65 24/68 —_—— 074 (0-40-1-39)
Race
White 156/450 192/455 —— 0-82 (0-66-1-01)
All otherst 49/118 58/113 & 0-71 (0-48-1.04)
ECOG performance status score
0 138/380 150/343 —— 078 (0-62-0-99)
1 74/210 110/244 —— 0-79 (0-59-1-06)
Smoking status
Current 15/75 38/90 TS 0-42 (0-23-0-77)
Former 155/428 185/431 — 0-84 (0-68-1-04)
Never 42/87 37/66 ——— 0-72 (0-47-1-13)
Disease stage
1B 2184 25/85 —— 0-76 (0-43-137)
I 102/329 144/338 —— 0-70 (0-55-0-91)
1A 89/177 89/162 . S 0-92 (0-69-1-24)
Received adjuvant chemotherapy
No 35/84 29/83 — 125 (0-76-2-05)
Yes 177/506 231/504 + 0-73 (0-60-0-89)
Histology
Non-sguamous 146/398 184/363 . 0-67 (0-54-0-83)
_Sguamaous 66/192 76/224 —— 1.04(075-1-45)
PD-L1TPS
<1% 89/233 106/232 — 0-78 (0-58-1.03)*
1-49% 69/189 91/190 —— 0-67 (0-48-0-92)*
=50% 54/168 63/165 —— 0-82 (0-57-118)*
EGFR mutation
No 84/218 102/216 . S 0-78 (0-59-1.05)
Yes 18/39 22(34 | 0-44 (0-23-0-84)
Unknown 110/333 136/337 +- 0-82 (0-63-1-05)
Overall population 212/590 260/587 —— 076 (0-63-0-91)*
02 0!5 1-0 20 5!0

Favours pembrolizumab  Favours placebo

O’Brien M, et al Lancet 2022



If no neoadjuvant IO:
Who should get e PD-L1>50% — YES

adjuvant e PD-L1 1-49% — Maybe, approved
immunotherapy? e PD-L1 <1% — Probably no, not approved

If yes neoadjuvant |O: ?

Factors to consider
%\% » Stage/risk of recurrence
« * PD-L1
©\>  Pathologic response
w * Prior chemotherapy
%  Tolerance to neoadjuvant
* Risk of toxicity



What are the options

for advanced NSCLC
PDL1 >250%?




Frontline immunotherapy in advanced NSCLC

PD-L1 <1% PD-L1 1-49% PD-L1 = 50%

KEYNOTE 024/042 Pembrolizumab
IMPower110 Atezolizumab
EMPOWER Lung 1 Cemiplimab
CheckMate 227 Nivolumab + ipilimumab

KEYNOTE 189/407 Pembrolizumab + chemo

IMPower 130/150 Atezolizumab + chemo +/- bev (NsaQ only)

CheckMate 9LA Nivolumab + ipilimumab + chemo

Scott SC 2022



Frontline immunotherapy:

EMPOWER Lung-1

~

Key Eligibility Criteria

* Treatment-naive advanced NSCLC

* PD-L1250%

* No EGFR, ALK or ROS1 mutations

*ECOGPSOQor1

* Treated, clinically stable CNS metastases
and controlled hepatitis B or C or HIV
were allowed

Stratification Factors:
* Histology (squamous vs non-squamous)
* Region (Europe, Asia or ROW)

-

/

Five interim analyses were prespecified per protocol
Second interim analysis (1 March 2020) presented here

Arm A

Cemiplimab monotherapy IV
350 mg Q3W

Treat until PD or 108 weeks

Arm B
4-6 cycles of investigator’s choice
chemotherapy

Optional
continuation of
cemiplimab + 4

cycles of
chemotherapy

J

Optional crossover

to cemiplimab
monotherapy

Follow-up

Endpoints:
* Primary: OS and PFS

« Secondary: ORR (key), DOR, HRQoL and safety

Sezer et al, ESMO 2020



Frontline immunotherapy:
EMPOWER Lung-1

Overall survival (%)

Numberof Median overall survival months
patients (95% CI)

—— Cemiplimab 283 Mot reached (95% Cl 17-9-NE)
—— Chemotherapy 280 14-2 (95% Cl 11-2-17-5)

Hazard ratio for death 0-57
(95% Cl 0-42-0-77)
p=0-0002

0 i ﬁll é é llﬂ 1I2 1I4 1I'6 1|8 EIO 2I2 2|4 2I6 2I8 3IC' 3I2

Time (mnnthc

Sezer et al, Lancet 2021



What are the options ORR mOS HR-0S %2year0S  Gr23 AE

Keynote 024 46%  26.3vs13.4  0.62(0.48-0.81)  51.5vs34.5 27%
for advanced NSCLC

IMPowerl10 38% 20.2vs 14.7 0.76 (0.54-1.09) Not reported 34%

PDL1 >50%"? EMPOWER Lung 1 39% NRvs14.2  0.57(0.42-0.77)  50.4vs27.1 14%

Keynote-024

100 Events, HR
No. No. (%) {95% Cl)
90 -
Pambrolizumab 154 103 (66.9) 0.62
a Madian {95% CI) Chamotherapy 151 123 (81.5) (0.48 to 0.81)

70 - 28.3 {18.3 1o 40.4)

13.4 {9.4 to 18.3)

...............................................................................................................................

Cemiplimab is an approved alternative for advanced NSCLC PDL1 >50%



What are the options

for advanced NSCLC
PDL1 0%?




Frontline immunotherapy in advanced NSCLC

PD-L1 <1% PD-L1 1-49% PD-L1 = 50%

KEYNOTE 024/042 Pembrolizumab
IMPower110 Atezolizumab
EMPOWER Lung 1 Cemiplimab
CheckMate 227 .~ Nivolumab + ipilimumab

KEYNOTE 189/407 Pembrolizumab + chemo

IMPower 130/150 Atezolizumab + chemo +/- bev (NsaQ only)

CheckMate 91A " Nivolumab + ipilimumab + chemo

Scott SC 2022



Dual immunotherapy in advanced NSCLC:

CheckMate 227

Key eligibility criteria

Stage IV or recurrent NSCLC
No prior systemic therapy

No sensitizing EGFR mutations
or known ALK alterations

No untreated CNS metastases
ECOG PS 0-1

Stratified by SQ vs NSQ

Part 1a

NIVO + IPI
n =396

L J

PD-L1
expression
> 1%

N=1189

Part 1b

NIVO + IPI

) 4

PD-L1
expression
< 1%

N = 550

NIVO + chemo®

Independent primary endpoints:
NIVO + IPI vs chemo*

« PFS in high TMB (> 10 mut/Mb)
population’
« OSin PD-L1 > 1% population?

Paz-Ares L et al, ASCO 2021



Dual immunotherapy in advanced NSCLC:
CheckMate 227

PD-L1 21%

100 Nivolumakb +
Tumor PD-L1 =1% ipilimumab MNivolumab Chemotherapy
{n =396) (n = 396) [n=387)
Median OS5, months 174 16.7 14.9
95% CI 15.0-20.1 13.3-18.1 12.7-16.7
80 — HR (vs chemotherapy)  0.76 0.91
95% CI 0.65=0.90 0.78=-1.06
60 —
& |
w0 1
o 1
40 - :
]
: 29%
! : ) Nivolumab + ipilimumab
- 1 ! .
20 ’ ! 22% : MO A Nivolumab
| ' : ") HiH———1 Chemotherapy
1 ] | ]
] ] | ]
] ] 1 ]
0 11 + 1 T 1T t+ 1T T 1T t 1T 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 57 60 63

Months

Paz-Ares et al, ) Thoracic Onc 2022



Dual immunotherapy in advanced NSCLC:
CheckMate 227

PD-L1 <1%

100 Mivolumab + Nivolumab +
i ipilimumab chemotherapy Chemotherapy
Tumor PD-L1 <1% (n = 187) in = 177) (n = 186)
Median OS5, months 17.2 15.2 12.2
95% Cl 12.8=-22.0 12.3-19.8 9.2-14.3
80 — HR [vs chemotherapy]  0.54 0.82
95% Cl 0.51-0.81 0.65-1.02
60 —
g
3 1
]
40 — :
]
Il
]
]
1
20 — : ; £} Nivolumab + ipilimumab
] I A
! ' % ! A, Nivolumab + chemotherapy
i i 1 N
[ : : Chemotherapy
1 1
O ——7—7 71+ 7T7 7T 1T 7 17 1T 1T 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 57 60 63

Months

Paz-Ares et al, ) Thoracic Onc 2022



Dual immunotherapy in advanced NSCLC:

CheckMate 227

80 —

60 —

0S (%)

40 -

20 H

PD-L1 <1% Squamous

Tumor PD-L1 <1% Nivolumab + Nivolumab +

and squamous ipilimumab chemotherapy Chemotherapy
histology (n = 46) (n=43) (n = 46)
Median OS, months 15.9 11.3 8.5
95% CI 9.0-33.9 8.1-15.2 6.4-13.0
HR (vs chemotherapy) 0.53 0.90
95% ClI 0.34-0.84 0.58-1.38

35%
22%
| Nivolumab + ipilimumab
7%'!
5%
'_}:| ; AA Nivolumab + chemotherapy

Chemotherapy

0 3 6 9 12

24 27 30 33 36 39 42 45 48 51 54 5? 60 63

Months
Paz-Ares et al, ) Thoracic Onc 2022



Dual immunotherapy in advanced NSCLC:
CheckMate 9LA

Key eligibility eriteria IO NIVO 360 mg 3w + IPI 1 mg/kg Q6w
 Stage IV or recurrent NSCLC — +
. i - d A7 Until disease
Mo prior systemic therapy N =719 Chemo® qiw (2 cycles) i
» No sensitizing EGFR mutations prog .
or known ALK alterations unat:cl?gtahle
« ECOG PS5 0-1 toxicity,
or for 2 years
Stratified by d for immunotherapy
PD-L1P (= 1%¢ vs & 1%), Chemo® Q3w (4 cycles)
sex, and histology (5Q vs NSQ) 'R with optional pemetrexed maintenance (N5Q)
r’ N
Primary endpoint Secondary endpoints Exploratory endpoints
« 05 » PF5 by BICR® = Safety
« ORR by BICR®
« Efficacy by tumor PD-L1 expression
. oy

Reck M et al, ASCO 2021



Dual immunotherapy in advanced NSCLC:
CheckMate 9LA

1004 NIVO + IPl + chemo
(n=361) (n =358)
80 4 Median 05,* mo 15.8
HR (95% Cl) 0.72 (0.61-0.86)
— ﬁﬂ_ ]
® :
vl . -8
| ey NIVO + IPI + chemo
| ! 0F M“_\m‘_
20 ; Eﬁﬁ; " Chemo
0

0 3 b 9 12 15 18 21 24 27 30 33 36 39

Months

Reck M et al, ASCO 2021



Dual immunotherapy in advanced NSCLC:
CheckMate 9LA

Nivolumab plus ipilimumab Chemotherapy Unstratified hazard ratio
with chemotherapy (two cycles) for death (95% CI)
Events/ Median overall survival, Events/ Median overall survival,
patients  months (95% CI) patients  months (95% CI)
Tumour histological type
Squamous B6/115 14.5(13-1-19-4) 83112 9-1({7-2-11.6) —— 0-62 (0-45-0-86)
Non-squamous 124/246 170 {14-0-NR) 155/246 11.9(9.9-14-1) —— 069 (0-55-0-87)
Liver metastases
Yes 50/68 102 (7-4-12.4) E7/86 81(6-6-9.8) —— 0-83 (0.57-1-20)
Mo 140/293 19-4(15.3-NR) 175272 12-4 (10-4-14-4) —— 0-64 (0-51-0-80)
Bone metastases
Yes b6/97 11.9 (8.6-15-0) 85110 8.3 (67-9.8) —— 074 (0-53-1-01)
No 124/264  20.5(155-NR) 157/248 12.4 (10-6-15.2) —— 0-65 (0-51-0-82)
(NS metastases
Yes 29/64 NR (12:3-NR) 48/58 7-9(5-0-10.7) — 0-38 (0-24-0-60)
No 1617297 15-4(13-8-19.4) 1947300 11.8 (10.0-137) —— 075 (0-61-0.92)
PD-L1 expression subgroups
<1% 69135  16-8(137-NR) Bo/129 9.8 ([77-137) — 0-62 (0-45-0-85)
=1% 1057203 15.8 (13-8-NR) 1358/204 10-9(9-5-13-2) —— 0-64 (0-50-0-82)
1-49% 68127 15-4 (12-6-NR) 78106 10-4 (87-12.4) —— 0-61(0-44-0-84)
=50% 3776 18.0 (13-1-NR) 61/98 12.6 (9-4-16.9) —— 0-66 (0-44-0.99)
All randomly assigned patients ~ 190/361  15-6(13-9-20.0) 242/358  10-9(9-5-12-6) —— 0-66 (0-55-0-80)"
ﬂ-]|.25 1]-'25 EI!S 10 2!1] 4!1]

— —>
Favours nivolumab plusipilimumab  Favours

with chemotherapy (two cycles)  chemotherapy

Paz-Ares et al, Lancet Oncol 2021



Pembrolizumab + chemo

What are the options

for advanced NSCLC Atezolizumab + chemo +/- bev (NsQ only)

PDL1 0%? Nivolumab + ipilimumab + chemo

Nivolumab + ipilimumab

CheckMate 227 CheckMate 9LA
Nivo/Ipi v Chemo Nivo/lpi/Chemo vs Chemo
PD-L1 >1% Nonsquamous 0.81(0.67-0.99) 0.71(0.53-0.95)
Squamous 0.68 (0.51-0.89) 0.70(0.48-1.01)
PD-L1 <1% Nonsquamous 0.69 (0.53-0.89) 0.75(0.54-1.04)
Squamous 0.53 (0.34-0.84) 0.48 (0.28-0.81)
CheckMate 227 CheckMate 9LA
All AE Nivo/lpi Chemo Nivo/lpi/Chemo Chemo
Treatment-related Gr 3-4 33% 36%

47% 38%

Consider dual 10 (ipi/nivo) regimens for PDL1 0 squamous. Beware toxicity.



Targetable molecular
alterations in NSCLC

non-G12C (17%)
74

Other or not identified
(32%)

-
-
-
-
-
-

— G12C (12%)
NTRK1/2/3 (<1%)
ROS1 (1%)
RET (~2%)
s L EGFR (17%)

ERBB2 (~4%) 18
(~4%)  (5%)

Molecular target Approved drugs

Osimertinib Afatinib
EGFR exon 19, 21 Erlot!n!b | Gefitinib
Erlotinib+ ramucirumab
Erlotinib + bevacizumab
EGFR exon 20 Amivantamab Mobocertinib
Alectinib Ceritinib
ALK Brigatinib Crizotinib
Lorlatinib
BRAF V600E Dabrafenib + Trametinib
NTRK fusion Entrectinib Larotrectinib
MET exon 14 Capmatgnlb Crizotinib
Tepotenib
Entrectinib Ceritinib
ok Crizotinib Lorlatinib
Selpercatinib
RET Pralsetinib
HER2 Trastuxumab deruxtecan
KRAS G12C Sotorasib

Thai AA et al, Lancet 2021.



Adjuvant osimertinib

A Patients with Stage Il to I1|A Disease
i

EGFRm NSCLC
after resection?

How to manage

0.8+

0.7
Osimertinib

0.6+

* Who will benefit?

) Chemo befo re Osi? 044 Median Dif;sagzegfehwival
0.34 il

Probability of Disease-free Survival

* How long to continue osi? T i Placebo
Hazard ratio for disease recurrence

° What to do on relapse? 0.1 gigeﬂaﬁ,o.u{99.05%0.0.11—0.25}

0.0

| ] 1 | ] I I 1
0 B 12 18 24 30 36 42 48
Months since Randomization
Mo. at Risk
Osimertinib 233 219 189 137 97 52 12 2 0
Placebo 237 190 127 82 51 27 9 1 0

WuY et al, NEJM 2020



EGFR: Adjuvant osimertinib

ADAURA

ADAURA Phase Il double-blind study design

Patients with completely resected

stage* IB, I, llIA NSCLC, with or without
adjuvant chemotherapy!

Key inclusion criteria:

218 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$

Max. interval between surgery and randomization:

* 10 weeks without adjuvant chemotherapy
= 26 weeks with adjuvant chemotherapy

Endpoints

Stratification by:
stage (1B vs Il vs llIA)

EGFRm (Ex19del vs L858R)
race (Asian vs non-Asian)

Osimertinib

80 mg, once daily

Randomization
1:1
(N=682)

Planned treatment duration: 3 years

Treatment continues until:

» Disease recurrence

* Treatment completed

» Discontinuation criterion met

Follow up: =
* Until recurrence: Week 12 anc.

then every 24 weeks to 5 years,
then yearly

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

« Primary: DFS, by investigator assessment, in stage II/IlIA patients; designed for superiority under the assumed DFS HR of 0.70

T S T S S T

Asian 60%
Non-Asian 40%

Ex19del 55%
L858R  45%

IB/Il 65%  NO
A 35%

N1/N2 60%

40% No 40%
Yes 60%

Herbst R et al, ASCO 2020
Wu Y et al, NEJM 2020



EGFR: Adjuvant osimertinib
ADAURA

PRIMARY ENDPOINT: UPDATED DFS IN STAGE |1/ 1lIA DISEASE

19 90% Median DFS, months (95% Cl)
0.9 - Osimertinib (n=233)  65.8 (54.4, NC)
0.8 — : , 21.9(16.6,27.5)
0.7 - : : > HR (95% CI) 0.23 (0.18, 0.30)
e ' \ ! : Maturity:* 51%
:_—S 0.6 — ! ! ! osimertinib 32%, placebo 70%
© | | I
e 05— : : :
e . | |
£ 04— '
o : : :
0.3 . :
0.2 = I : :
0.4 - i : |
0.0 I I I | I | I i I I I |
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
Osimertinib 233 222 216 202 196 192 174 138 90 45 20 2 0
Placebo 237 191 141 124 106 91 74 61 41 23 1" 1 0
PARIS mongress : b Median foliow-up: csimertinid 44.2 months (range 0 to 67), placebo 19 6 months (range 0 to 70); DFS by invesbgator assessment, Tick marks indicate censored data ‘Planned maturity for DFS analysis: 50%
: Masahiro Tsuboi, M Content 5 e t pyright ty of the a r r j

Cl, confidence interval, DFS, disease-free sunwal, HR, hazard ratio, NC, not calculable
Data cut-off. Apnil 11, 2022

Tsuboi M et al, ESMO 2022



EGFR: Adjuvant osimertinib
ADAURA
UPDATED DFS BY STAGE (AJCC / UICC 7TH EDITION)

1.0- Stage IB
z 0.3
g 0.61 ey
5 (.44
o 04
&

0.2

ﬂ»u L L L Ll 1 L] L] L L LI L L}

0 6 12 18 24 30 36 42 48 54 60 €6 72

No. at risk Time from randomisation (months)

Osimartinib 106 94 &1 BF 82 78 75 63 49 2 13 3 0
Placebo 106 97 89 B1 75 71 63 54 43 25 14 3 0

1.0-
0.8+
0.6+
0.4+

DFS probability

0.2

Stage Il

0.0

Mo. at risk

0 6 12 18 24 30

36 42 48 54 60 66 72
Time from randomisation (months)

Osimerinib 118 112 107 101 9@ 96 & 69 47 2411 0
Placebo 118 100 81 ™ 66 58 05 47 W 7 & 1 ]

FRESMD”
Masahiro Tsubol MD

AJC

¥ |
UIGE, Amenzan Jenl Commiltes an Caneer § Lirson far Ind

Stage IB Stage I Stage llIA
4 year DFS rate, %
(95% Cl)
— Osimertinib 80 (70, 87) 74 (64, 82) 65 (54, 74)
59 (48, 68) 42 (33, 51) 14 (8, 22)
Overall HR 0.41 0.34 0.20
(95% Cl) (0.23, 0.69) (0.23, 0.52) (0.14, 0.29)
1.0~ Stage llIA
E 0.8 1
2 064
g
. 0.4+
S 0.2
0.0

0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randemisation (months)

Osimeding 115 110 108 101 97 96 487 69 43 N T 2 ]
Placabo 119 &1 6 & 40 11 22 1 N & k] )

DFS by rw:sh alor assessment. Tick marks indcalo consored data

al_ HR, hazam ratbe
atau: t-off Apnl 11, 2022

ami Cancer L.dnlnl G, conhdence nberval; H-S distass(res

Tsuboi M et al, ESMO 2022



EGFR
ADAU

: Adjuvant osimertinib
RA

UPDATED CNS DFS IN PATIENTS WITH STAGE Il / llIA DISEASE

Overall, 63 patients (osimertinib n=22, placebo n=41) had CNS DFS events:*

— 3 (14%) patients were on treatment at the time of CNS recurrence with osimertinib, versus 29 (71%) with placebo
, 98% 97%

1.0 -
0 —) Median CNS DFS, months (95% CI)
09 - Osimertinib NR (65.8, NC)
& 0.8 - NR {NC, NC)
% 0.7 7 HR (95% CI) 0.24(0.14,0.42)
E 0.6 7 Maturity 13%:
o 0.5 = osimertinib 9%, placebo 17%
wd
o 04-
(%)
= 03 =
0.2
0.1 -
0.0 T T T T T T T T T T T |
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
Osimertinib 233 222 216 202 196 192 175 138 90 45 20 0
Placebo 237 192 142 126 107 9 74 61 41 23 11 1 ]
Modian follow-up csmorind 44 2 months, placoba 204 months. OFS by ivecsbgotor msessmont, Tick marks mdale consoed data

PARIS Mﬂﬂgfass

‘Defimed s CAS as Tho frst wie of dscase recurence, or death without any discase recurmence
Sy P bal MO § e P H
Wasahiro Tsubol, MD i f

Cleta cut-cff. April 11

Cl, confiderco mterval, GNS. central nervous system, DFS, diseaso-froe sunvval, HR, hazard rabo, NG, nol calculablo, MR, mol neached
Frivrrd

Tsuboi M et al, ESMO 2022



Adjuvant osimertinib
How to manage

EGFRmM NSCLC "
after resection? ol
Most benefit in highest risk o
- Osi after CRT? (LAURA trial) 01~ . . i
Use chemo first when indicated *i 3 B b 4 & % & & & 5 3 2

No. at risk Time from randomisation (months)

OFF Close Survei”ance including MRl brain g'simerlinib 23 22 216 202 196 192 174 138 Q0 45 20 2 0
acebo 237 191 141 124 106 91 74 61 41 23 1" 1 0

ON: Continue osi beyond 3 years?

- Monitor closely after d/c

Relapse on osi:

1. Repeat NGS

2. Treat: local tx, chemo, trial

Tsuboi M et al, ESMO 2022



How to manage
advanced NSCLC with

HER2 mutation”?

DESTINY-Lung01 (2L)
ORR 55%
DCR 92%
MPFES 8.2m
mQOS 18.6m

Gr 23 TRAE 46%
ILD 26%, 2 deaths

HER2 Alterations
1. Chemo +/-10 Mutation (ex20ins)

Amplification (CNV)
2. Trastuzumab deruxtecan Overexpression (IHC 3+)

Trastuzumab

Location of HERZ Mutation: I Kinase domain W Extracellular domain

e ffTff."fffﬁ"ff"TI"f'f"ffff'fff.,ff

60+ Bt | | | ‘

Percentage Change from Baseline

-0+

~100:
Gl 4 Ry OGRS
"o B B B R EEEHEEE Bl B 8 B

HERZ
Amplification
Preu'm-u HER2 TKI | R
i i I
T NN M O A R R e | R g

Li BT et al, NEJM 2022



HER2: T-DXd dosing

Destiny-Lung02

Ll
#%%s DESTINY-Lung02

Response by BICR

Prespecified early cohort

T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg

Response Assessment by BICR n=52 n=28
Confirmed ORR,* n (%) 28 (53.8) 12 (42.9)
[95% CI) [39.5, 67.8] [24.5, 62.8]
Best overall response, n (%)

CR 1(1.9) 1(3.6)

PR 27 (51.9) 11 (39.3)

SD 19 (36.5) 14 (50.0)

PD 2(3.8) 1(3.6)

Not evaluable® 3(5.8) 1(3.6)
DCR,* n (%) 47 (90.4) 26 (92.9)
[95% Cl] [79.0, 96.8] [76.5, 99.1]
Median DoR, months NE 59
[95% Cl] [4.2, NE] [2.8, NE]
Median TTIR, months 14 14
[range] [1.2-5.8] [1.2-3.0]
Median follow-up, months [range] 56 (1.1-11.7) 5.4 (0.6-121)

Data cutoff: Mar 24, 2022

Covid, 2 patients discontinued before first tumor assessment). 1 not evaluable at 6.4 mgkg (discontnued due 1o adverse event before first lumor assessment). ‘Proportion of

-mm *Proportion of patients with confirmed CR or PR assessed by BICR per RECIST v1.1. '3 patients were not evaluable at 5.4 mghkg (1 patient never received treatment due to

patients with confirmed CR, PR, or SD assessed by BICR

CR, complete response; NE, not estimable; PD, progressive disease; PR, pantial response; SD, stable disease, TTIR, time to initial response

Goto K et al, ESMO 2022



HER2: T-DXd dosing
Dest!_rly-Lu ng02

#%"s DESTINY-Lung02

Overall Safety Summary

Safety analysis set?®
Drug-related TEAE, %
Any grade 0
Grace 23 17
Associated with drug discontinuation ] 160 |
Associated with dose reduction XN 260
Associated with drug interruption 139
Associated with death® 10 J20
100 50 0 50 100
T-DXd 5.4 mg/kg # T-DXd 6.4 mg/kg
n=101 n=50
Median treatment duration, months (range) 3.7(0.7-11.8) | 3.3(0.7-12.6)
Median follow-up, months (range) 38(0-11.7) | 3.9(05-12.1)

Consider TDXd at 5.4 mg/kg for HER2 mutated NSCLC.



How to manage

advanced NSCLC with
KRAS®12C mutation?

CodeBreak 100
ORR 37%
DCR 81%
MPFS 6.8m
mOS 12.5m

1. Chemo +/-10
2. Sotorasib or docetaxel

Best Percentage Change in Tumor Burden

9 140+ Progressive [] Stable E Partial u Complete Could not
o 1204 disease disease espon response be evaluated
=

= 1004

s 80+ T : 2

o Objective response in 46 patients
E (37.1%; 95% Cl, 28.6 to 46.2)
w“ 40

8

e 204

< """l w

2 ol U

oo —~20-

s A - , - |

§ —40— !

g -60-

[

%" -80-

@ _100-

Progression-free Survival

1.0
0.9- Median progression-
0.8- free survival,
o . 6.8 mo

0.6+
0.5+
0.4+
0.3
0.24
0.14
0.0

free Survival

Probability of Progression-

| I | i[l‘l | S . T N T .
6 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15

Skoulidis F et al, NEJM 2021



KRAS: Sotorasib (CodeBreaK 200)
Primary Endpoint: PFS by BICR

1_0-I 10': b 960 0 I-»:-r
‘g‘ 0.9+ HR (95% CI)t _ 0.66 (0.51, 0.86)
£ 0.8- | P-value (1-sided)® P=0002
= 0.7 - Median PFS, months (95% CI)$ 5.6 (4.3,7.8) i 45(3.0,5.7)
o c a
o "
£ 08
c o 05-
B2 04- 12-month PFS* = 24.8%
§0 pa 12-month PFS* = 10.1%
f a
g  0.2- L
2] 0.4+ Median study follow-up: e
o : 17.7 months : T " :
0.0 T T T T 1 | T 1 1
0 2 4 6 8 10 12 14 16 18
Months from Randomisation
Number of Patients at Risk:
Sotorasib 171 139 93 63 56 38 30 24 14 6
Docetaxel 174 93 62 36 20 10 7 5 3 1

CodeBreaK 200 met its primary endpoint with sotorasib demonstrating superior PFS over

docetaxel (HR 0.66, P = 0.002); 12-month PFS rate was 24.8% for sotorasib and 10.1% for docetaxel

"PFS rates estimated using Kaplan-Meier method; ITT population

'HR and 95% Cls estimated using a stratified Cox proportional hazards model

tP-value calculated using a stratified log-rank test

iMedians estimated using Kaplan-Meier method: 95% Cls estimated using the method by Klein and Moeschberger with log-log transformation

ongress Melissa L. Johnson, MD
/] M Twitter: @MLJohnsonMD2 Content of this presentation is co ght and responsibilit

Johnson ML et al, ESMO 2022



KRAS: Sotorasib (CodeBreaK 200)
Tumour Response by BICR

% Change from Baseline in Sum of Diameters

-100-

Tumour shrinkage in
80.4% of patients

Sotorasib (N = 158)*

Confirmed BOR
B CR

O PR

O sD
@ PD

% (95% Cl) Sotorasib

ORR 28.1 (21.5,354) 13.2 (8.6, 19.2)
DCR 82.5(75.9, 87.8) 60.3 (52.7, 67.7)
Median DpR! 58.8 | 48.7

Docetaxel (N = 129)*

Tumour shrinkage in
62.8% of patients

L

I

I Response rate was significantly higher with sotorasib versus docetaxel (P < 0.001)

*Patients without baseline target lesions or post-baseline percent changes, or with BOR of NE are not shown

T™Median of best percent change from baseline in sum of diameters for confirmed responders

ESMD'

ongress Melissa L. JOhI"‘I‘iOE"i MD
Twitter: @Ml

!- Nsor Y

D2

Johnson ML et al, ESMO 2022



KRAS: Sotorasib (CodeBreaK 200)
OS: Sotorasib vs Docetaxel*

Sotorasib 960 mg Docetaxel 756 mgim? IV
oral dally (N = 171) Q3W (N = 174)
Deaths, n (%) 100 (63 7) [ 94 (54.0)
10 HR (95% CIjt 1.01(0.77, 1.33)
0.9 P-value (1-sided)* P=0.53
> 081 oo S 106 (89, 140) 11.3(90,149)
E 0.7 4
g 0.6+
o 0.5-
©
S 0.4+
- |
3 0.3 )
024
0.1
0.0 T I T T T T T T T T I T
0 2 4 6 8 10 12 14 16 L>| 8 20 22 24
Months from Randomisation
Number of Patients at Risk:
Sotorasib 171 162 137 119 o8 B1 73 B6 56 25 15 3 D
Docetaxel 174 135 115 103 90 81 65 B1 44 20 7 4 1

D )0
Any subsequent
treatment, including 36% 42%
crossover™
Subsequent
KRASSZC inhibitor, 4% 34%
including crossover
Subsequent chemo 21% 12%
Subsequent 10 9% 6%

*OS rates estimated using Kaplan-Meier method; ITT population.
"HR and 95% Cls estimated using a stratified Cox proportional hazards model

¥ P-value calculated using a stratified log-rank test
SMedians estimated using Kaplan-Meier method; 95% Cls estimated using the method by Klein and Moeschberger with log-log transformation
“Patients (16.4% in sotorasib arm, 5.2% in docetaxel arm) were treated beyond progression

AN |

Melissa L. Johnson, MD
Twitter: @MLJohnsonMD2

“anten

hi seantatinn ie ro
IS presentaton Is (

n is required for re-use

Johnson ML et al, ESMO 2022



KRAS: Sotorasib (CodeBreaK 200)

Are there any drawbacks to 2" line sotorasib?

v" Sotorasib arm had fewer treatment-related adverse ~ What about financial toxicity?
events, especially severe (10.5% v 22.7%)

v" Similar rate of discontinuation for toxicity, toxic Buit cos.ts/month: S ol
death Sotorasib >$17,900 USD. $13,488 CAD
Docetaxel ~$1,700 USD. ~$ 300 CAD

v" Convenience of oral agent versus |V

Sotorasib Docetaxel
7 £ Grade 1+2 [ Grade 1+2
10 @ Grades 3 @B Grades -3

252

i Hss |.I Hﬂﬂ "ﬂ H mﬂ"" B & HR PFS >0.65; better QOL, >10% 1 yr PFS improvement
10 P 2
MR HH!HHIl

Patients, %
=
o
w
l:‘:’
1=
w

Try sotorasib after chemo-IO for KRASm. Need more data on tx combinations and sequencing.



What’s new in NSCLC?

‘ Neoadjuvant chemo-IO

‘Adjuvant 10

‘ Cemiplimab for metastatic PDL1 high
‘ Frontline metastatic dual 10
‘ Adjuvant osimertinib for EGFRm

‘ Trastuzumab deruxtecan for HER2m

‘ Sotorasib for KRASm
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