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The basic landscape
KEYNOTE 024 N esmen KEYNOTE 042

Pembrolizumab? 154 97 (63) 0.65 - -
(0.50-0.86) 1004, PD-L1 TPS 2 50%

Chemotherapy 151 113(75)  p=0.001b Y ANY HR 0.69 (95% CI 0.56-
90- 80 N\ 0.85), p =0.003
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0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time, months Number at risk
No. at risk (censored)
Pembrolizumab 154 136 121 112 106 96 8 8 78 73 73 69 66 64 Pembrolzumabgroup 299(0) 224(0) 189(1) 107(55) 59(91) 22(122) 2(140) 0(142)
Chemotherapy 151 124 108 8 80 69 61 56 48 46 44 3 35 33 Chemotherapygroup 300(0) 231(2) 149(4) 75(46) 40(67) 11(90) 1(100) 0(101)

Reck et al NEJM Lopes et al ASCO

A Overall Survival Events HR (95% Cl) P
Pembro+ Chemo 30.6% 0.64 0.0008
Placebo + Chemo  42.7% (0.49-0.85)

Pembrolizumab combination

Placebo combination

Patients Who Survived (%)

Median (95% CI)
15.9 mo (13.2-NE)
11.3 mo (9.5-14.8)

Hazard ratio for death, 0.49 (95% Cl, 0.38-0.64)
P<0.001

T T T T
3 6 9 12

Months

No. at Risk
Pembrolizumab combination 377 278 163
Placebo combination 183 104 59

Gandhi et al NEJM Paz-Ares et al NEJM




Combination immunotherapy-

Checkmate 227

A Overall Survival in Patients with a PD-L1 Expression Level of 1% or More

100
% Median overall survival:
= i ab -+ ipilimumab, 17.1 months (95% Cl, 15.0-20.1)
. a £ 80 1-Yr overall ChemotheraPl4.9 months (95% Cl, 12.7-16.7)
eckMate 227 Part 1 Study Design 3 1
2 63
— i y E 60 2.YT v
vival
Nivolumab 3 mg/kg Q2W [T — o 50 survival
mumab <
s A Ipillmumlnb-13lqnbyk; QsW n=39 E
> -E 30 @o Nivolumab + ipilimumab
21%PD-L1 Histology-based chemotherapy® Chcr::n.lg:"w % 5 Cherotherapy
expression n=397 s
Nivolumab 240 mg Q2W
n=39
Key Eligibility Criteria i Patients for TMB co-primary analysise 9 12 15 18 21 24 27 30 33
Nivolumab + ipilimumab Months
n=139 No. at Risk
_______________________ Nivolumab + ipilimumab 396 341 295 264 244 212 190 165 153 145 129 91
Sty Chemotherapy 397 358 306 250 218 190 166 141 126 112 93 57
Stratified by 5Q vs NSQ Nivolumab 3 me/kg Q2W B Risk of Death in Prespecified Subgroups
N =550 Ipilimumab 1 mg/kg QW No. of
n=187 - Subgroup Patients  Median Overall Survival Unstratified Hazard Ratio for Death (95% CI)
<1%PD-L1 Histology-based chemotherapy® .CO'.Dnmc“" endipoirnis: Nivolumab + Ni‘.'?[umab -
expression n= 186 ipilimumab vs chemotherapy ipilimumab  Chemotherapy
2 N=396 N=397
Hellman AACR, 2018 OS in PD-L1-selected populations ¢ ) ( )
Nivolumab 360 mg Q3W + months
- FS MB-selected o ations
histology baie_d.c%emothmpy" PFS Iin TMB-selected populations All patients 171 149 0.79 (0.65-0.96)
Database lock: January 24, 2018; minimum follow-up: 11.2 months Age

PFS: Nivolumab + Chemotherapy and Nivolumab + Ipilimumab

By TMB

TMB 210 mut/Mb and <1% Tumor PD-L1 Expression

Nivo + chemo Nivo + ipi
(n=43) (n=38)

Median PFS.2 6.2 7.7

HR (vs chemo) 0.56 0.48
(95% Cl) (0.35, 0.91) (0.27, 0.85)

1-y PFS = 45

Chemo
(n = 48)

53 Median PFS.2
3 HR (vs chemo)

100

(95% ClI)
80

60

lumab + 40

: y PFS = 27% ipilimumab
© _ Nivolumab +

1-y PFS = 8%

Chemotherapy

9 12
Months

No. at risk
N

chemotherapy 20

0

Months

No. at risk
chemo 54

1-y PFS = 18%
1-y PFS = 18%

ivo +ipi Chemo
2) (n=59)

0
(057,1.33) (076, 1.81)

Nivolumab +

chemotherapy
Nivolumab +
ipilimumab

15

<65 yr
65 to <75 yr
=75 yr
Sex
Male
Female
ECOG score
0
1
Smoking status
Never smoked
Current or fO"TlEI' smoker
Tumor histologic type
Squamous
Nonsquarmous
Liver metastases

Bone metastases
Yes
No

CNS metastases
Yes
Ne

0.25

0.70 (0.55-0.89)
0.91 (0.70-1.19)
0.92 (0.57-1.48)

0.75 (0.61-0.93)
0.91 (0.69-1.21)

0.66 (0.48-0.89)
0.89 (0.73-1.09)

1.23 (0.76-1.98)
0.77 (0.64-0.92)

0.69 (0.52-0.92)
0.85 (0.69-1.04)

1.05 {0.74-1.49)
0.76 (0.63-0.92)

0.75 (0.55-1.03)
0.81 (0.67-0.99)

0.68 (0.41-1.11)
0.82 (0.68-0.98)

0.50 . 2.00

-—

—_—

Nivolumab + Ipilimumab Chemotherapy

Borghaie et al ASCO 2018/ Hellman NEJM Better Better




Checkmate 9LA

NIVO + IP1 + Chemo Chemo
(n=361) (n=358)

Stage_ IV or recu.rrent NSCLC NIVO + IP1 + Chemo (2 cycles) Median 0S, mo 15.8 11.0
= No prior systemic tx _ n=361 \ ¢33 HR(95% CI) 0.72 (0.61-0.86)
= No sensitizing EGFR mutations _ 604 e s
or known ALK alterations R 2
= ECOGPS 0-1 11 8 i 47%: T 38%
Stratified by PD-L1 (<1% vs =1%), Chemo (4 cycles) M i
sex, and histology (SQ vs NSQ) n=358
= Prnimary endpoint: OS Until disease progression,
= Secondary endpoints: PFS by BICR, ORR by unacceptable toxicity, or for No. at risk
BICR, efficacy by tumor PD-L1 expression 2 years for inmunotherapy )

PD11<1% PDHL1>1% PD-11 >50%
NIVO + IPl + chemo Chemo NIVO + IPI + chemo Chemo NIVO + IPI + chemo Chemo
(n = 135) (n=129) (n = 204) (n = 204) (n =76) (n = 98)
Median 05, mo 7.7 ) Median 0S, mo 15.8 10.9 Median 0S, mo 18.9 12.9
100 HR (95% Cl) 0.67 (0.51-0.88) 100 HR (95% Cl) 0.70 (0.56-0.89) 100 =y HR (95% CI) 0.67 (0.46-0.97)
801 80 80
. 601 ‘ ~ 601 ' ~ 60 i
& : 3 : 3 \ 45%
0 u v 'r 41% 3 ' NIVO + IPI
o L o/ o ] ! o] i ' :
40 ' i NIVO + IPI 40 ! ' NIVO + IP 40 ' : + chemo
. J + chemo ! ) + chemo : -
20 < 20 S 201 ; !
| : | : | ; Reck et al ASCO
0 e 0 —T T T T T T 0 — T Tt 202 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months No. at risk Months No. at risk Months

135120 107 90 85 73 66 55 50 31 13 6 2 O 204 186 166 147 133 109 97 89 82 60 35 17 5 O 76 69 64 59 53 45 39 36 34 24 12 6 2 O




New kid on the block
POSEIDON

POSEIDON Study Design

Phase 3, global, randomised, open-label, multicentre study in 1L mNSCLC

Overall Survival Update

Durable long-term OS benefit for T+D+CT vs CT with HR 0.75 and estimated 25.0% alive at 3 yrs vs 13.6%
Stage IV NSCLC T+D+CTvs CT D+CTvs CT

N=1013 (randomised)

Events, N (%) 2641338 (78.1) _ 301/337 (89.3) Events, /N (%) 2761338 (81.7)  301/337 (89.3)
* EGFRIALKwt q3w 4 cycles + D g4w until PD —— \ mOS, mo (95% Cl)  14.0 (11.7-16.1) 11.7 (10.5-13.1) mOS, mo (95% Cl)  13.3(11.4-14.7) 11.7 (10.5-13.1)
. ECOG PS 0 or 1 . CTW fox P HR* (95% CI) 0.75 (0.63-0.88) - HR* (95% Cl) 0.84 (0.71-0.99) -
+CT vs CT: - e —————— i

. PFSt

D+CTt . + OS
q3w 4 cycles D g4w until PD

T+D+CT CcT D+CT CT
T+D+CTt T (week 16 only) ¥ ’

+ Treatment-naive for
metastatic disease

» Tumour biopsy* and baseline s
plasma sample (for ctDNA) Key secondary endpoints

T+D+CT vs CT:

+ PFS*

Platinum-based CT* $0s

q3w up to 6 cycles

Stratification factors
* PD-L1 expression
(TC 250% vs <50%)
+ Histology (NSQ vs SQ)
+ Disease stage (IVAvs IVB)

Probability of OS
Probability of OS

12
+ Durvalumab 1500mg + limited-course tremelimumab 75mg + CT q3w for 4 cycles Time from randomisation (months) Time from randomisation (months)
- = Y £ % . Gth No. at risk No. at risk
One additional dose of tremelimumab post-CT (week 16; 51 dose) e T R T T R DioTaE B AR B ®
. 3 g CT3 2 160 11 7 51 42 31 14 5 0 Crr 236 180 1M1 4l 51 42 3
+ Followed by durvalumab g4w maintenance until PD, and optional pemetrexed q4w$

Median follow-up in censored patients at DCO: 46.5 months (range 0.0-56.5)
Peters, S et al, WCLC 2022 mOS, median 0S

*HR <1 favours D(+T)+CT vs CT (stratified analysis); DCO, 11 Mar 2022



NCCN guidelines- a maze
And this just for TPS>50%!

MOLECULAR AND BIOMARKER-DIRECTED THERAPY FOR ADVANCED OR METASTATIC DISEASEaP
PD-L1 250% First-line Thera

ADENOCARCINOMA, LARGE CELL, NSCLC NOS
Preferred

¢ Pembrolizumab (category 1)46’47

¢ (Carboplatin or cisplatin) +§emetrexed + pembrolizumab (category
¢ Atezolizumab (category 1)5

¢ Cemiplimab-rwlc (category 1)5‘I

Other Recommended

e Carboplatin + paclitaxel + bevacizumab®9 + atezolizumab (category 1)52

e Carboplatin + albumin-bound paclitaxel + atezolizumab

¢ Nivolumab + ipilimumab + pemetrexed + (carboplatin or cisplatin) (category
* Cemiplimab-rwlc + paclitaxel + (carboplatin or cisplatin) (category 1)

e Cemiplimab-rwic + pemetrexed + (carboplatin or cisplatin) (category 1)55

1)48.49

1)54

e Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel (category 2B)56

i

T
e Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + pemetrexed (category ZB)56 ~.
Useful in Certain Circumstances : ! .
« Nivolumab + ipilimumab (category 1)57 P 2y ; ' R

SQUAMOUS CELL CARCINOMA

Preferred

¢ Pembrolizumab (category 1)"'6'47

e Carboplatin + (paclitaxel or albumin-bound paclitaxel) + pembrolizumab (category 1)58
¢ Atezolizumab (category 1)50

e Cemiplimab-rwlc (category 1)51

Other Recommended

¢ Nivolumab + ipilimumab + paclitaxel + carboplatin (category 1)53

e Cemiplimab-rwlc + paclitaxel + (carboplatin or cisplatin) (category 1)55

e Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel (category ZB)56

e Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + gemcitabine (category ZB)56 PD-L1 21-49% First-line Therapy
Useful in Certain Circumstances ] . ]

« Nivolumab + ipilimumab (category 1)57 Continuation Maintenance

A




High TPS score- which 10 to use?
Pembro? Cemi? Atezo?

Balazs Halmos @DrSteveMartin-11/20/23
Nivo, pembro, atezo, durva, cemiplimab and
avelumab discussing next steps

24
Nomberat risk Time since randomisation (months)
jumber at ris
(number censored)
plimab 284 235 126 5 17 7
a1 @ 4 18 (124 (128 (134
Chemotherapy 281 22 9 9 1 4 4
©) (19) @6 @5 44 ( (84) 90) (92

Events/patients Hazard ratio (95%CI)

Cemiplimab Chemotherapy

i i O
703 No.of Events _ HR (95% Cl) ‘ ‘ CO I |Ve I l I e I I Ce
54.8 Pembrolizumab 73 0.63 (0.47 to 0.86) !

Chemotherapy 96 P=.002%

-2
Median OS (months) (95% CI)
30.0 (18.3 to NR)
14.2 (9.8 to 19.0)
l \ ] I b . | . t

No. at risk:
Pembrolizumab 154 136 121 112 106
Chemotherapy 151 123 107 88 80

A High PD-L1 Expression
100 6-Mo Overall 12-Mo Overall
No. of Survival Survival
Patients  (95% Cl) (95% Cl)
Atezolizumab percent
Atezolizumab 107 76.3 (68.2-84.4) 64.9 (55.4-74.4)
Chemotherapy Chemotherapy 98 70.1 (60.8-79.4) 50.6 (40.0-61.3)
e S Hazard ratio for death, 0.59 (95% Cl, 0.40-0.89)
P=0.01

Overall Survival (%)

| i Median follow-up, 15.7 mo (range, 0-35)
Median overall survival, 1 Median overall survival,
13.1 mo (95% Cl, 7.4-16.5) 1 120.2 mo (95% Cl, 16.5-NE)
4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Months
No. at Risk

Atezolizumab 107 94 85 80 66 61 48 40 34 25 18 16 11
Chemotherapy 98 89 75 65 50 40 33 28 19 12 9 7




1O vs chemo-IO for TPS>50%7?
OS in NSCLC PD-L1 250% in selected subgroups

Hazard Ratio
Median OS (5% Cl) Median OS (95% Cl)

Chemo-IO IO-Only
Overall 1753 HH 25.0 (19.0, NE) 20.9 (18.5, 23.1)

Subgroup N

Age |

<65 years 898 o ! 25.0 (19.2, NE) 23.3 (20.0, NE)
65-74 years 642 (| 22.2 (16.5, NE) 18.6 (160 21.9)
>=75 years 185 w—) —a—] NE (12.0, NE) 18.9 (15.1, NE)

ECOG
0 602 - NE (23.0, NE)
1+ 1148 HH 17.7 (14.8, NE)

Smoking Status |
Current/former smokers 1549 HH 23.0 (18.2, NE)
Never smokers 197 FH—=— NE (22.2, NE)

| N B B |
025050 1.0 2.0
<---Chemo-|O Better--- --lO-only Better-—->

Abbreviations: Chemo-IO= platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval, ECOG=Eastern Cooperative Oncology Group Performance Status;

10=immunotherapy; NE=not estimable; NSCLC=non-small-cell lung cancer; OS=overall survival; PD-L1=programmed death ligand-1.
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IO vs chemo-10?

EAS221/ACHIEVE Study

Do you have advanced non-small cell

* INSIGNA (EA5163/51709) lung cancer and are aged 70 or older?

If so, you may be able to participate in
this study of a potential new treatment.

Stratified by PD-L1 status (1% to 49% vs 50%)
and smoking status (ever or never) )
: First-line Second-line

Patients with
Stage IV* NSCLC’ v P _'
PD-L1 TPS 21%, o
no sensitizing y' . .
ArmB oembrolizumab Pembrolizimaby Chemotherapy Combined with Immunotherapy
- i vs. Immunotherapy Alone for Older Adults

EGFR/ALK/ROS1/BRAF
therapy for adv disease, Induction Maintenance .
with Advanced Lung Cancer

ECOG PS0/1
(planned N = 846)

c
10
§
£
S
3
5
<

(V600) alterations, ————»
no previous systemic
4y, :
) Pembrolizumab + o
¢ N ifi
Carbo/Pemetrexed " ot specified

WHY consider participating in this study?

* Research studies are an important way to test the effectiveness of new therapies and approaches for
treating lung cancer.
The usual approach (the care most people get) to treat lung cancer is with surgery, radiation, chemotherapy,
immunotherapy, or sometimes a combination of these treatments.
— Generally, patients 70 years of age or older who have advanced non-small cell lung cancer (NSCLC) are
treated with immunotherapy alone or chemotherapy with immunotherapy.

EA5221/ACHIEVE aims to find out if adding chemotherapy to immunotherapy helps older patients with lung
cancer live longer while also maintaining a good quality of life.




TPS score <1

Events, HR 5-Year OS Rate, %
Treatment Group No. (%) (95% Cl1) {95% CI)

Pembrolizumab + chemo 3(89.0 3t0 15.6)
Placebo + chemo 58 (92.1) {0.39 t0 0.76) 56.3(1.41013.2
Median {95% CI)

17.2 months {13.8 to 22.8 months)

10.2 months {7.0 to 13.5 months)

-

o

o
N

P=0.0018, log-rank test HR for disease progression or Group mPFs |
[ | death 1.87 (95% Cl, 1.32-2.66) | 2.8m |
P<0.001, log-rank test KWTSTK11/LKBIY  2.7m |

~N @ w
o O ©
o oA

- KL

o
o
i

- KRAS™T.STK11/LKB1""

36

Progression-free survival (%)

Time (months)

Progression-free survival (%)

No. at risk:

12 15 18 21 24
Months
Placebo
+ chemo

54(0) 11(2) S5(3) 4(3) 2(4) 2(4) 14) 24 Of) KL 54(0) 112) S(3) 4(3) 20a) 2(4) 18) 14) o0fq)
S6(0) 26(3) 14(6) 9(10) S(14) 1(15) o(15) 0f15) 0(1%) KMUTSTK1IWT 120(0) 55(3) 34(9) 18(18) 8(27) 3(29) 2(29) 1(29) 0{30)
-only 64(0) 29(0) 20(3) 9(8) 3(13) 2(14) 2(14) 1(18) 0{15)

P=0.0045, log-rank test : HR for death 1.99 Group | moS |
(95% C1, 1.29-3.06) i j SAm
n (%) (95% CI) (95% CI) } 4 P=0.0015, Iog-rank test . KMUT.STK11/LKBIWT | 16.0m

Events, HR 5-Year OS rate, %

Pembrolizumab + chemo 8 ) 0.83 10.7 {4.8-19.2
- KL
Placebo + chemo 85 {85.9) (0.61-1.13! 13.1{7.3-20.7)

T. w
Median (95% CI) - KRAS™.STK11/LKB1

15.0 mo (13.2-19.4 mo)

11.0 mo (8.7-13.8 mo)

Overall survival (%)
Overall survival (%)

24 30
Months

54(0) 25(5) 10(12) 4(16) 2(17) 1(18) 1(18) O(19) 0{19) KL S4(0) 25(5) 10{12) 4(16) 2(17) 1(18) 1(18) 0O(19) 0(19)
56(0) 36(2) 19(14) 4(26) 1(29) 1(29) 1(29) 1(29) 0{30) KMUTSTK1IWT 120(0) 81(6) 46(32) 8(60) 2(66) 2(66) 2(66) 1(67) 0(68)

No. at risk:

Pembrolizumab
+ chem

. ‘ Skoulidis et al

+ chemo




CTLA-4 inhibitor — finally getting called to

PD-L1 < 1% '™

20

&0

No, at risk

STK11m*

Probability of 0S

Probability of 0S

INo. at risk
T+D+CT & A
D+CT 69 47
CcT 58 37

HR <1 favours D(T)+CT vs CT (unstratified analysis).

DCO, 11 Mar 2022.

NIVO «+ Pl + chemo Chemo
(n=135) = 129)

Median 05, mo 17.7 9.8

HR (95% C1) 0.66 (0.50.0,86

NIVO +

21 24 27 30 13 36 )9 4@ 45 &5 54 57 60 63
Months

HRvs CT

mOS, months
(95% CI; (95% CI, (95% CI)

- 15.0 0.62
T 82238 (034-112)

6.9 [
(36-129)  (0.61-1.89)
10.7
(6.0-14.9)

D+CT

18 24 30 3
Time from randomisation (months)

mOS, months HRvs CT
(95% Cl) (95% CI)

T+D+CT

D+CT

CcT

Time from randomisation (months)

2 s 2
3% 2 21 20 18 16 9 1
21 16 13 9 7 6 2 0

0 3 6 9

No. at risk:
Nivolumab plus ipilimumab 5 142 120

Nivolumab plus chemotherapy

Chemotherag

1 mOS, month: HRvs CT
KEAP1m (95% 1)

- 43
Teber (7.2-26.5) (0.16-1.25)

8.1 &
DT (4.0-12.9) (0.31-2.15)

Probability of 0S

POSEIDON
for the rescue

. *Assessed among patients with NSQ tumour histology; tAssessed irrespective of tumour histology, due to small sample size;

Nivolum
Ipilimumab otherapy
(n=187) ) 186)
Median OS, months K
(95% Cl) (13.2 10 22.0)
HR v chemotherapy 0.65
(95% Cl) (0.52 to 0.81)

15.2 4
(12.3t0 19.8) (9.2t014.3)

0.80
(0.64 to 1.00)

CM227-5 years
on

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (mon

110 100



80

60

40

Progression-free survival rate, %

TR
01 * v r r
0 6 12 18 24 30 36 4 48
Time after randomization, mo
No. at risk
APP 206 118 71 39 19 6 o 0 0
APPB 205 143 72 48 25 8 0 0 0

. Primary endpoint: OS

[a] 177 population [A] 17T population
L1001 1y APPB

Overall survival rate, %

No. at risk
APP
APPB

0 6 12 18 24 30
Time after randomization, mo

206 184 159 131 82 39
205 183 160 139 84 43

AACR e
ey MEETING
for Cancer Research’ 2022 /2w r[eanx

100 -
Median OS
80— Canakinumab arm: 20.8 months
Placebo arm: 20.2 months
HR 0.87 (95% ClI, 0.70-1.10)
~ 60 1-sided P=0.123
9
1]
O 40+
20
Median (IQR) follow-up: 16.2 (6.6-20.2) months
0 T T T T T T T
0 3 6 9 12 15 18 21 24

No. at risk (number of events) Time (months)

Canakinumab 320 (0) 287 (24) 254(48) 217(79) 193(102) 165(126) 148(138) 55(146) 9(147)
Placebo 323(0) 285(28) 242(64) 213(89) 188(112) 173(125) 153(141) 64(153) 7(159)

Data cutoff: August 9, 2021 with 306 OS events.
Cl, confidence interval; HR, hazard ratio; IQR, interquartile range; OS, overall survival.

——apP
APPB

36 42 48

2 0 0
0 0 0

Primary

endpoint not met

5:32
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ABERKSHIRE HATHAWAY COMPANY

Merck Announces KEYLYNK-
008 Trial Evaluating
(pembrolizumab)
Qi o Plus | (olaparib) for
Patients With Metastatic
Squamous Non-Small Cell Lung
Cancer to Stop for Futility

December 07, 2023 06:45 AM Eastern Standard Time

i g RAHWAY, N.J.--(BUSINESS WIRE)--Merck (NYSE: MRK),
= known as MSD outside of the United States and Canada,
‘ today announced that it will stop the Phase 3 KEYLYNK-
008 trial evaluating KEYTRUDA, Merck’s anti-PD-1
therapy, in combination with maintenance LYNPARZA, a
PARP inhibitor, for the treatment of patients with
metastatic squamous non-small cell lung cancer
- (NSCLC). Merck is discontinuing the study based on the
recommendation of an independent Data Monitoring
Committee (DMC), which reviewed data from a planned
interim analysis (IA3). At the interim analysis 3,
KEYTRUDA in combination with chemotherapy followed
by KEYTRUDA plus LYNPARZA did not demonstrate an
improvement in overall survival (OS), one of the study’s
dual primary endpoints, compared to KEYTRUDA in
combination with chemotherapy followed by KEYTRUDA
plus placebo.

DARD



Advanced NSCLC

» Tissue -Histology
-Molecular Testing

My workflow

-ctDNA testing
-PD-L1 Testing
?TMB testing

1%t tier Actionable . -
Mutation PD-L1 >50% PD-L1 1-49% PD-L1 <1% 2nd tier tac:flonable
mutation

1. Tumor burden
2. Age

iditi 1.Histolo
3. Co-morbidities ) STKll/%EAPl Targeted | As per advanced
Targeted agents 4 PD-LL/STK11/ ' agent NSCLC
argeted ag KEAP1/ TMB/NLR?

5. Non-smoker

, Carbo doublet/ Carbo
10

10/10+/-

Carbo

doublet/ Carbo

doublet

10

» Tissue -Histology
-Molecular/Immune biomarker testing




Biomarkers to guide choices

Warm tumor Cold tumor e PD-L1 IHC
— TPS

Blood
Triple axis of anti-PD-1/PD-L1 response

Blood 4
vessel > vessel —
20 TC/IC
/ i N 1itigen hydrophobicity
rden = ’

U )
a2 « TMB
Macrophage
0[” '

- Tissue TMB Tumor TI””M"\“'Q\ A~ e
s

— BIOOd TMB Intratumor heterogeneity | i ——T "
\ A L o4 |

- * Other genomic factors N i 20y
— STK11/KEAP1 < VA ) Contation coticns
— EGFR/ALK/ROS
* Inflammatory signatures
— NLR
— Teff/TIL
* Proteomics
* ctDNA dynamics

Teng MW et al. Cancer Res. 2015;75:2139-2145.



Can we enrich even more ith PD-L1 TPS?

100 N Median PFS (95% Cl)

PD-L190-100% 80  14.5 months (6.0-NR)
PD-L150-89% 107 4.1 months (1.7-6.6)
HR: 0.50 [95%Cl: 0.33-0.74], P < 0.01

B PD-L1 TPS 50-89% B PD-L1 TPS 90-100% P < 0.001

60.0%
(48/80)

Progression-free survival (%)

12
Number at risk Months

PD-L190-100% 80 27
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PD-L150-89% 107 13

B
50-89% 90-100%

PD-L1 level

g
®
B
<
3
(7]
o
]
>
o

N Median OS (95% ClI)
PD-L190-100% 80 Not reached (NR-NR)
PD-L150-89% 107 15.9 months (11.2-20.7)
HR: 0.39 [95%CI: 0.21-0.70], P = 0.002

12 15 18
Number at risk Months
PD-L190-100% 80 73 66 57 38 22 10

PD-L150-89% 107 92 75 51 33 18 8

1. Aguilar EJ, Ricciuti B, Gainor JF, et al. Outcomes to first-line pembrolizumab in patients with non-small-cell lung cancer and very high PD-L1 expression. Annals of Oncology. 2019 Oct 1;30(10):1653-9.



Important to know what does not

work!
Do no harm!

KEYNOTE-789: Phase 3 Randomized Study (NCT03515837) Overall Survival at FA

Study Population Pembrolizumab 200 mg®

« Histologically/cytologically confirmed 57 2 Pembrolizumab 200;“9

stage IV nonsquamous NSCLC Pemetrexed 500 mg/m’ Q3W x 31 cycles

3 L

* EGFR DEL19 or L858R mutation Carboplatin AUC 5 or
+ECOGPSOor1 Cisplatin 75 mg/m2® Pemetrexed 500 mg/m?
« PD per RECIST v1.1: Q3wd
—After 1st- or 2nd-generation EGFR TKI Q3W x 4 cycles

without T790M mutation
—After 1st or 2nd EGFR TKI with T790M

mutation and osimertinib failure -
—Osimertinib failure as 1st-line therapy, Placebo

regardless of T790M status

+

Optional crossover:

Pembrolizumab
200 mg Q3W x 35 cycles

e Placebo
Pemetrexed 500 mg/m? Q3W x 31 cycles?
+
e Carboplatin AUC 5 or

Stratification Factors Cisplatin 75 mg/m2 Pemetrexed 500 mg/m?
« PD-L1 TPS2: <50% vs 250% Q3wd
« Treatment history: with vs without Q3W x 4 cycles
osimertinib
« Geographic region: East Asia vs not East End Points Fl;lo. abt riIS_k "
Asia « Dual Primary: PFS per RECIST v1.1 by BICR and OS *e':“ rolizuma
« Secondary: ORR and DOR per RECIST v1.1 by BICR, safety, and patient-reported outcomes Plc e':°
lacebo
+ chemo

+

=PD-L1 expression was central ed using PD-L1 IHC 22C3 pharmDx (Agient Technologies, Carpinteria, CA). ®Ifa pafient has documented PD butis benefiting cinically, they may receive pembrolizumab monotherapy to complete a total of 35 )
pembrolizumab administration: rboplatin or cisplatin therapy is at the investigator's choice. “Maintenance pemetrexed may continue past 35 cycles until reaching a discontinuation criterion if the patient is receiving benefit; however, pembrolizumab or saline Median (range) time from randomization to data cutoff: 42.0 (29.5-63.9) months
placebo are limited to 35 cycles. *Patients could crossover at any time during the treatment. To be eligible for crossover, PD musthave been verified by BICR Data cutoff date: January 17, 2023

Pembrolizumab + chemo

Placebo + chemo

24 27
Time, mo

75 65

65 55

Events, HR
n (%) (95% ClI)

214 (87.3) 0.84

P
value?

0362
224 (907)  (0-69-1.02)

aEfficacy boundal

Median (95% Cl)
15.9 mo (13.7-18.8)
14.7 mo (12.7-17.1)

=0.0117 for OS (FA).




PROphet- proteomics

Experimental and Analytical validit

computational components assessment

Experimental
precision

2 % Experimental

Plasma proteomics
profiling

Cross-platform
comparison

Sensitivity

AUC:0.55 (C1:043-0.66), p-value=276e-01

£0.78 (C1:0.67-087), p-value=5.00e-05

Vil =
4’% .~

PROphet
decision-support
tool

Computational
model
PROpheE prgcision
output
A PROphet-positive B PROphet-negative
HR=1.12(95% CI: 0.47-2.69), p-value = 0.792 HR = 0.22(95% C1: 0.08-0.62), p-value = 0.002
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HR=0.41(95% CI: 0.24-0.71), p-value =0.001 HR=0.38 (95% C1:0.20-0.72), p-value =0.002
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Emerging biomarkers
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Consolidation XRT for oligomets?

i alysis of Progression-Free Survival

Figure 1. CONSORT Diagram

34 Patients assessed for eligibility

14 Allocated to SAbR

A

14 Analyzed

NRG LU 002

Patients with metastatic
NSCLC having completed 4
cycles or courses of first-
line/induction systemic
therapy

Restaging studies reveal no
evidence of progression and
limited (< 3 discrete sites)
metastatic disease, all of
which must be amenable to
SBRT +/- Surgery

<M=—=4P VA

>

7 29 Patients randomized to
SADbR or maintenance a

5 Allocated to maintenance alone

lone

5 Did not meet inclusion criteria

!

15 Analyzed

Arm 1:
Maintenance systemic therapy

Histology: alone
Squamous vs. R
Non-squamous : Ann2:
D SBRT or SBRT and Surgery to
o all sites of metastases (<3
Systemic discrete sites) plus irradiation
Therapy: M | (SBRT or hypofractionated RT)
" | | of the primary site followed by
apy |z i y therapy.
vs Cytotoxic E | All Arm 2 patients, even if

Chemotherapy

treated with Surgery, must
have one site of disease
(metastasis or primary) treated
with radiation.

100

SADR plus maintenance

Survival

+
Maintenance only

No. at risk
SADR plus
maintenance 14
Maintenanceonly 15

Log-rank testing reveals a statistically significant benefit in progression-free

survival for SAbR-plus-maintenance chemotherapy (hazard ratio, 0.304; 95%

Cl, 0.113-0.815; P = .01). SAbR indicates stereotactic ablative radiotherapy.

NRG eNews

PROTOCOL NRG-LU002 - PERMANENTLY
CLOSED TO ACCRUAL

Effective immediately, NRG-LU002,
Maintenance Systemic Therapy Versus Local
Consolidative Therapy (LCT) Plus Maintenance
Systemic Therapy for Limited Metastatic Non-
Small Cell Lung Cancer (NSCLC) A Randomized
Phase lI/lll Trial, is permanently closed to
accrual. As broadcasted on November 12, 2021,
NRG-LU002 was temporarily closed to accrual
for a protocol-specified analysis for the phase Il
portion of the study. NRG-LU002 will not move to
the phase Ill portion of the study, because the
phase Il progression-free survival analysis did not
meet the protocol-specified criterion. Data
collection to complete the phase Il study
objectives will continue per protocol. Results from
the phase Il analysis will be presented at an

upcoming scientific meeting.

lyengar et al
JAMA Onc



|O beyond progression?

XSWOG =2 oo [l

S1800A Schema—Randomized Phase Il trial

NCTO03971474

Stratified by 1) PD-L1 ETimary endpoint: OS

expression, 2) histology,
3) intent to receive
ramucirumab in standard
of care arm

Secondary endpoints:
RR, DCR, DoR, PFS,
Toxicities

Randomization

ARM A
Investigator's Choice
Standard of Care

Key eligibility: 1) Previously received both PD-1 or PD-L1 inhibitor therapy and platinum-based doublet
chemotherapy either sequentially or combined, with PD on at least 84 days after initiation of ICl and
platinum-based doublet therapy; 2) ECOG 0-1; 3) all patients met eligibility to receive ramucirumab

202ASCO =

o T v

Karon L. Reckamp, MD, MS

ot o Bes aaretanon 4 Da rigenty o De
Sumtor Memntad by ASCO Permanon regared o revee

MLUNG-MAP .ASCO =

CANCER
RESEARCH
NETWORK

Survival Probability (%)

Overall survival

100"

Median 80%
N Events | months Conf.int
(139-16 1)

(9.9-13.0)

Reamucirumab+Pembroiizumab 89 45 1415
Standard of Care (Inv. Choce) 67 51 116

 Median OS for RP 14.5
months v. SOC 11.6 months

Wewghted log-rank p-vaive:  0.15

« HR=0.69; SLR p-value 0.05

[3 s 12 15 18 21 24
Months Since Sub-study Randomization

Docetaxel (n = 3)

Number at risk (number of events)

Gemcitabine (n = 12)
Pemetrexed (n = 1)
No treatment (n = 6)

Standarc of Care (Inv. Choice) 67(0) 589

PRESENTED BY:

Karanl Reckamp, MD, MS

Content of thie prezentation ie the property of the
author, licensed by ASCO. Permission required for reuse.

2022ASCO =3,

NCI

a National Cancer Institute program

ASCO

KNOWLEDGE CONQUERS CANCER

MLUNG-MAP

National Clinical
Trials Network

$2302: Pragmatica - Lung: A Prospective Randomized Study of Ramucirumab
(LY3009806; NSC 749128) Plus Pembrolizumab (MK-3475; NSC 776864) Versus
Standard of Care for Participants Previously Treated with Immunotherapy for
Stage IV or Recurrent Non-Small Cell Lung Cancer

Primary Objective:

= To compare overall survival (OS)in participants previously treated with platinum-based
chemotherapy and immunotherapy for Stage |V or recurrent non-small cell lung cancer (NSCLC)
randomized to pembrolizumab and ramucirumab versus standard of care.

Estimated Enroliment: 700

ClinicalTrials.gov Listing: https://clinicaltrials.gov/ct2/show/NC T05633602




Figure 1. CONSORT Diagram

14406 Patients with NSCLC diagnosad between
2016 and 2021, no driver alteration in
EGFR/ALK/ROS]1, treated with frontline
ICI-based therapy

.| 13315 Discontinued treatment
prior to 2 years

1091 Still receiving treatment at
2 years (2700 days)

| 52 Died or were lost to follow-up
prior to 760 days®

(2700 days), alive and in follow-up

1039 Still receiving treatment at 2 years
at 760 days

188 Stopped treatment at 2 years
(700-759 days receiving treatment)

851 Continued treatment beyond 2 years
(2760 days receiving treatment)

75 Excluded 258 Excluded for progression
. 70 Had progression before 760 days " before 760 days

5 Died in the same or next month
of treatment end'

113 Patients with fixed-duration therapy 593 Patients with indefinite-

duration therapy

ow long to continue?

Table 1. Baseline Cohort Characteristics

Abbreviations: NSCLC, non-small cell
lung cancer; ICI, immune checkpoint
inhibitor.

* Exclusion criterion applied to enable
landmark Kaplan-Meier analysis
starting at 760 days.

b Patients in the fixed-duration group
were excluded if death occurred in
the same month as, or the month
after, theirend of treatment, as
these patients’ treatment cessation
was more likely related to death
than the decision to pursue
fixed-duration therapy.

Figure 2. Overall Survival

w— Fixed duration
Indefinite duration
T T T
12 18 24 30
Months from 760 d from ICI start
No. at risk
Fixed 113 81
Indefinite 593 458

Kaplan-Meier curve of overall survival from 2 years (760 days) from immune
checkpoint inhibitor (1Cl) treatment initiation in the fixed-duration cohort

(stopped treatment at 2 years; 700-759 days of treatment) and

indefinite-duration cohort (at least 760 days of treatment).

Characteristic

Patients, No. (%)*

Fixed duration
(n=113)

Indefinite duration
(n = 593) Pvalue®

Median (IQR) age, y
Sex
Female
Mazle
Race®
Asian
Black/African American
White
Other
Missing

ECOG performance status

Missing
PD-L1, %

0

1-49

250%

Missing
Smoking status

Former/current

Never
Histologic type

Nonsquamous

Squamous

NSCLC histology NOS
Practice setting

Community

Academic
Insurance

Commercial

Medicare/Medicaid

Other/unknown
Treatment

Immunotherapy

Chemoimmunotherapy

69 (62-75)

62 (54.9)
51(45.1)

0
16(14.2)
86(76.1)
7(6.2)
4(3.5)

34(30.1)
56 (49.6)
14(12.4)
9(8.0)

10(8.8)

25(22.1)
51(45.1)
27(23.9)

112(99.1)
1(0.9)

79(69.9)
29(25.7)
5(4.49)

88(77.9)
25(22.1)

56 (49.6)
43(38.1)
14(12.4)

59(52.2)
54 (47.8)

69 (62-76) .66

282 (47.6)
311(52.4)

5(0.8)
68(11.5)
414 (69.8)
58(9.8)
48(8.1)

204 (34.4)
254 (42.8)
78(13.3)
57(9.6)

90(15.2)
110 (18.5)
293 (49.4)
100 (16.9)

550 (92.7)
43(7.3)

463 (78.1)
107 (18.0)
23(3.9)

528 (89.0)
65(11.0)

305 (51.4)
197 (33.2)
91(15.3)

279 (46.0)
314 (53.0)

Sun et al JAMA
Onc




Immune adverse events

NEUROLOGIC

+ Posterior Reversible Encephalopathy
+ Neuropathy

Guillian-Barre Syndrome

+ Myelopathy
+ Autoimmune Encephalitis

Aseptic Meningitis

+ Myasthenia gravis
+ Transverse Myelitis

RESPIRATORY

+ Laryngitis

+ Bronchitis
+ Pleuritis

RENAL

\

HEMATOLOGIC

+ Red cell aplasia

+ Thombocytopenia

« Leukopenia/Neutropenia
+ Acquired hemophilia

* Myelodysplasia

DERMATOLOGIC

+ Rash/Pruritis

+ Mucositis

+ Psoriasis

+ Vitiligo

+ Bullous pemphigoid

+ Steven-Johnson syndrome
+ DRESS syndrome

Non-specific symptoms: headache,
tremor, lethargy, memory disturbance,
seizure

Cough/dyspnea

Pneumonitis

Sarcoid-like granulomatosis

)

Tubulointerstitial nephritis
Acute renal failure

Lupus nephritis
Granulomatous lesions
Thrombotic microangiopathy

Autoimmune hemolytic anemia

OCULAR

+ Uveitis
+ Conjunctivitis

« Scleritis, episcleritis

+ Optic neuritis

+ Blepharitis

+ Retinitis

« Peripheral ulcerative keratitis
+ Vogt-Koyanogi-Harada

CARDIOVASCULAR

+ Myocarditis

+ Pericarditis

+ Pericardial effusion

+ Arrhythmia

+ Hypertension

+ Congestive heart failure

ENDOCRINE

» Hyper or hypothyroidism
» Hypophysitis

+ Adrenal insufficiency

+ Diabetes

GASTROINTERSTINAL

+ Diarrhea

+ Gastritis

+ Colitis

« lleitis

+ Pancreatitis
+ Hepatitis

RHEUMATOLOGIC

Arthralgias/Myalgias

+ Inflammatory Polyarthritis
PMR-like

+ Psoriatic Arthritis
Oligoarthritis

+ Vasculitis

+ Sicca Syndrome
Sarcoidosis

+ Inflammatory myositis
Resorptive bone lesions and
fractures

.

.

.

San Antonio Breast Cancer Symposium®, December 10-14, 2019

Toxicities with Immune checkpoint Inhibitors

* Timing can be highly variable
* irAE can occur even months after the end of treatment
* Time course might be even more variable with novel combinations

Incidence

Diarrhoea

—
Pneumonitis

———
——

'Y
v

6 Months on treatment

This presentation is the intellectual property of the author/presenter. Contact them at p.schmid@gmul.ac.uk for permission to reprint and/or distribute

Jamal et al J of

Rheumatolog



Special populations- can we use |07

 Baseline co-morbid illness

e Autoimmune disease

* Organ affected

* Severity

* Need for immune suppressive meds
* S/p solid organ transplant

* Which organ

* Immune suppression

* Replacement strategies

* Immune paraneoplastic syndrome
* Generally No-Go

* Prior iAE
* How severe?
* Which organ? How managed?
 What if recurs?






What’s next?

TIGIT

OS in PAS

+
minFU=14.6m

! mFU=15.5m

Pbo + Atezo Tira + Atezo
(N=259) (N=262)
Patients with event (%) 142 (54.8%) 124 (47.3%)
Median (mo, 95% CI) 16.7 (14.6,20.2)  22.9 (17.5, NE)
Stratified HR* (95% CI) 0.81(0.63, 1.03)
p-value (log-rank) ; 0.0810"
12 mon event free rate (%) 62.6 67.3

Probability of Overall Survival (%)

f
01 23 456 7 8 9101112131415 1617 18 19 20 21 22 23 24 25
Time (Months)

Patients remaining at risk
Pbo + Atezo 259247235226218209197188180169165160156146141131112 97 85 69 57 52 47 42 33 27

Tira + Atezo 262253237225216206203197190185180176169165161152130122105 87 79 67 59 49 37 28

TIRAGULUMAB 06 0w ).ty (N 50

OS IA1: mOS 18.0vs. N

Dual LAG-3 and PD-1 blockade may provide enh
immune activation vs. anti-PD-1 alone

Robust clinical development program underway

Melanoma
Two metastatic melanoma
cohorts showed a consistent
and strong efficacy signal
Phase 3 studies in 1L
advanced melanoma and
adjuvant melanoma ongoing

Phase 3 study in
perioperative melanoma

comptmab-rwe
iy

Treatment Group
Pbo + Atezo (N=259)
Tira + Atezo (N=262)
Censored

anced

« Promising early data
presented from
expansion cohort of
the FIH study

NSCLC (1H 2023) and
perioperative NSCLC (2H
2023)

KRYSTAL-7/KRAS

Change from Baseline

Maximum

Clinical Activity Evaluable Patients

ORjective responses were observed (260 of patients across all PD-L1 leve i a disease control rate of 89% (47/53)

Ressponses were cbserved in 5% ( of gatients with PO-L1 TPS 250%, 48% (10217 with PO-L1 TPS 1-49 0% (107 with PO-L1 TPS <1%

Clinicall activity evaluable poputation (53 One patient had onlly on2 post-taseling tumor assessment of PD due 10 new lesion; tarpet ksions were not
measured, Berefore not inclded n the plot, Responses Include target lesion Samar regression, a5 wedl s non-&arpet lesion assessment

“incuges confirmed and unconfirmed CRPR

Data as of 30 August, 2022, Median Soliow-1p 3.5 months.

Triplet therapy, 1L subgroup

+ Trasment ongong.

Change from baseline, %

Time from first dose, months

All patients (n=124)?

Wit + Treatment ongong = Dalo-OXd 6.0 moig”

Time from first dose, months

PD-L1 status (n=53)

Patients in the 1L setting (n=84)*

WDoiblel W Trplel  + Treatment oagoing = Dato-0Xd 6 0 ma/ig

'mphocyte-activation gene 3 (LAG-3) is an
immune checkpoint receptor that delivers an
inhibitory signal to activated T cells

LAG-3 expression in melanoma biopsies has been
shown to be associated with therapeutic resistance
to anti-PD-1, suggesting that inhibiting LAG-3 in

addition to PD-1 may enhance the anti-tumor effect

initiating in 1H 2023

Exploring additional indications

« Neoadjuvant breast cancer: I-SPY study of
fianlimab+Libtayo+paclitaxel, data presented in 2H 2022

« Science-led development for potential additional
indications

REGENERON

This slide contains investigational drug candidates that have not been approved by any regulatory authority.

Bost change In sum of diametors from baseline, %




Tumor-related factors:
Tumor burden

PD-L1 TPS score
EGFR/ALK
STK11/KEAP1
TMB

Patient-related factors:
Age

Frailty

Co-morbidities
Symptoms

Mindset




Advanced lung cancer- incurable disease



Advanced lung cancer- incurable disease



How it started How it is going

ECOG 1594: OS

H a . o g
Overall Survival Figure 1. OS in the ITT population ——
— Crizotinib (n=151)
Events, n v Censored
Survival by Treatment Group ‘
All Randomized Cases d ) MedanttSx ) Chemotherapy® 181 123(81.5)

13.4 mo (9.4-18.3 mo)

~\
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Overall Survival, %

o
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—— Carboplatin/paclitaxel No. peliedts ok alc

Aectinb 152 142 131 127 120 111 103 98 94 S4 88 87 B1 81 81 B0 77 62 46 23 8

g
o

Time (months)

No. ot risk

o
FS

[ ——

©
[N}

12
2
c
2
=
©
a
-
)
c
L
=
o
a
o
il
a

Schiller JH, et al. N Engl J Mec




