SIMPOSIO.DE REVISIONES EN CANCER

“Tratamiento médico del cancer en el ario 2022”

Una nueva realidad para los pacientes largos supervivientes.
Avanzando hacia estadios tempranos de la enfermedad con la 10

Dicho de otro modo: adyuvancia.

lvan Marquez Rodas MD, PhD
Hospital General Universitario Gregorio
Marafon
8-2-2022



SIMROSIO.DE REVISIONES EN CANCER CO N F I_l CTOS D E | N T E R E,S

“Tratamiento médico del cdncer en el aiio 2022”

* Advisory role: Amgen, BMS, GSK, Novartis, MSD, Roche, Celegene, Pierre Fabre, Highlight
Therapeutics (formerly Bioncotech), Regeneron, Sanofi, Merck Serono, Astra Zeneca, BiolineRx,
Sun Pharma.

* Travel accommodation and congress: BMS, GSK, Roche, MSD, Amgen, Highlight Therapeutics,
Novartis

 Clinical trial participation as Pl: BMS, GSK, Roche, Novartis, MSD, Amgen, Ab Science, Array,
Highlight Therapeutics, Aduro, Idera, Merck Serono, lovance, Genentech, Biontech, Incyte, Kartos,
4SC, BiolineRx, Nektar therapeutics.

* If you find something | have missed, please e-mail me: ivanpantic@hotmail.com



¢ DE DONDE PARTIMOS?

$TMPOSIO. DE REVISIONES EN CANCER

“Tratamiento médico del cancer en el aiio 2022”

o
1.0 - v
0.9
E 0.8 MA: aprox 80% £ &
o ®
o 0.7 A (n =1,196) 8
= : T
S 0.6 + liIB: aprox 60% g iy
- >
% 0.5 1 E
oC 04 B (n=1,391) g T —
— U.) o
S 03- g
> IIC (n = 720) e N __5YR 10-YR
S 0.2 . - m——IlA 1006 93% 88%
w ® —)B 1170 83% 77%
0.1 mc 2201 69%  60%
/ T\ - - w—llD 205 32% 24%
0 2.5 5.0 75 10.0 125 15.0 175 20.0 = T T T T T
0 2 4 6 8 10
Time (years) Years Since Diagnosis
AJCC 7: clasificacion usada en CM238 y demas ensayos pivotales AJCC 8: clasificacidn usada en ensayos era post PD-1 y post BRAF/MEK

Estadio 111=3307/30946 (10,7%)

Balch 2009 J Clin Oncol
Gershenwald 2017 Ca Cancer J Clin



5 o ] "l 7/ . 7/ . .
S1pOSIOLDE REVISIONES EN CANCER Interferon: meta-analisis

0 1 2 3 4 5 6 7 8 9 10 1s yoars 0 1 2 3 4 5 6 7 8 9 10 11+ years
100 T ; — 100 ' T
90 N L 7]
80 [ n
8 80 [ n o
| RFS: A3,5% OS: A3%
E B \ * ’ | 70 ]
g n 2
3 =
] 2 e [ .
2 80 ] 2
c c
® 2 49.1%
H 8 s [ -
™ 50 | — k]
— -]
= 46-1 % 399 % 9.1 9
E g 0 w-t —W-3 26%8D17 -~
c 2 . (logrank
2 - — 2P = 0-01
“g‘_ 40 a 371 % 36.5 % )
B 31-2% 30.6 % 0 [ —
& 2.5 % SD 1.6
& 30 [ __:% (logrank B
e 2P = 00003)
] 28.5 % 28.1 % 20 [ -
i
20 - B [ -allocated IFN (% £ s.d.)
B O - allocated IFN (% £ s.d.) 10 ~ @ O -allocated No IFN (% £ s.d.) —
10 @ O -allocated No IFN (% # s.d.) - /\
8 . . . . . , . . .
8 . . . L TN , , . 0o 1 2 3 4| 5 7 8 9 10 11+ years
0 1 2 3 4\ 5 /&6 7 8 9 10 11+ years Deathsiperson-years:
Treatment
IFN 453/3260602:2639 324/213520311733 1061376 58/1038 34790 23581 17408 7/299 16812
Euvents/parson—years: Ma IFN 393722224031743 2231101501165 B9O63 52770 200631 15442 11288 @&/209 11667
Treatment
IFH 12682733 44901681 2041559 1111307 5711062 45816 26626 17467 7/333 8246 14685
Ma IFN 10074773 3011179 133959 71823 35703 25EE2 25473 6332 13217 3JNMeT 7607

lves 2017 Eur J Cancer



STMPOSIO.DE REVISIONES EN CANCER

“Tratamiento médico del cancer en el aiio 2022”

A Recurrence-free Survival

No. of Events/ Median RFS

5-Yr Rate

100 Total No. (95% CI)
mo
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Year
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Ipilimumab 475 283 217 184 161 77 13
Placebo 476 261 199 154 133 65 17

B Owverall Survival

EORTC 1807/1: IPI'VS PLB

No. of Deaths/ 5-Yr Rate

100+ Total No. (95% Cl)
90— %
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. Placebo 214/476 54.4 (49.7-58.9)
£ 70-
E’ co Rilimumab
< 504 Placebo
a
5
E 304 0S: A11%
20
104 Hazard ratio for death, 0.72 (95.1% Cl, 0.58-0.88)
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Year
No. at Risk
Ipilimumab 475 431 369 325 290 199 62 4
Placebo 476 413 348 297 273 173 58 &

Eggermont 2016 NEJM



EORTC 1325/KEYNOTE-54: Study Design

ST
| PART 1: ADJUVANT THERAPY PART 2: POST RECURRENCE
<« —> < >
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» . mg 6 th mg

resected, Randomized At e until

stage lll o Recurrence progression or

: g 1:1 Placebo § N recurrence, up to

CUtaI'IEOUS \" Q3W Cross-over 2 years
melanoma 1 year 4

Total of 18 doses UNBLINDING

UNBLINDING/cross-over:
Anti-PD1 for all or just as good if only for those at time of recurrence?

Stratification factors:
v' AJCC-7 Stage: IlIA (>1 mm metastasis) vs. llIB vs. IlIC 1-3 positive lymph nodes vs. IlIC >4 positive lymph nodes
v Region: North America, European countries, Australia/New Zealand, other countries

Primary Endpoints:

* RFS (per investigator) in overall population, and RFS in patients with PD-L1-positive tumors

Secondary Endpoints:

* DMFS and OS in all patients, and in patients with PD-L1-positive tumors; Safety, Health-related quality of life

ASCO #scon
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30+
Events Total HR(95% Cl)

207 —— Pembrolizumab group 203 514  0-59 (0-49-0-70)

10 — Placebo group 288 CO5  Ref
Stratified log-rank p<0-0001

0
0 I‘EL: lll 1|8 3_"4 3ID 3|'E+ 4!2 .-JrIB 514 'Erll]

) Time since randomisation (months)
Number at risk

(number censored)
Pembrolizumab group 514 (0) 412(10)  375(14)  353(17) 333(20) 316(23) 300(32) 163(154) 30(282) 1(310) 0(311)
Placebo group 505 (0) 359(9) 279 (9) 258(13)  225(17) 213 (18) 205(21)  115(102)  26(191) 0(217) -

Eggermnot 2021 Lancet Oncol



a RFS according to BRAF-V600 E-K mutation status

BRAF-mutated (n=440) BRAF-WT (n=448)
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CheckMate 238 study design

CheckMate 238

-

Patients with:

« High-risk,
completely
resected
stage IlIB-C
or stage IV
melanoma

 No prior
systemic therapy

- ECOGPS 0/1

-

Stratified by:

1) Disease
stage: IlIB-C
vs IV M1a or
M1b vs IV M1c

2) Tumor
PD-L1 statusP
at a 5% cutoff

J

NIVO 3 mg/kg IV Q2W
and
IPI placebo IV

Q3W for 4 doses,
then Q12W from week 24
(n = 453)

IPI 10 mg/kg IV
Q3W for 4 doses,
then Q12W from week 24

and
NIVO placebo IV Q2W
(n = 453)

— Median follow-up of 61.5 months for NIVO and 61.2 months for IPI

— Updated RFS with subgroup analyses, DMFS, and OS

— Exploratory biomarker analysis
— Safety analysis was not updated: all patients off study treatment > 100 days at 18-month analysis

NCT02388906.2Per American Joint Committee on Cancer, Cancer Staging Manual, 7th Edition; ®PPD-L1 IHC 28-8 pharmDx assay.
PD-L1, programmed death-ligand 1; PS, performance status.

4 )

Treatment duration:
up to 1 year

Endpoints

* Primary: RFS
» Key secondary:
0S, safety

» Exploratory:
DMFS, biomarker
analyses

- J

Current analysis (database lock Mar 12, 2021; minimum 62.0 months follow-up)

Weber SMR 2021



CheckMate 238

Primary endpoint: 60-month RFS update in all patients

NIVO (n = 453) IPI (n = 453)
Events, n 218 257
100 Median, mo (95% CI) 61.0 (42.5-NR)? 24.1 (16.6-35.1)
HR (95% Cl)b 0.72 (0.60-0.86)
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69

No. at risk Months
NIVO 3 mg/kg 453 395 354 332 311 293 283 271 262 250 245 240 234 225 220 213 202 191 176 147 94 17 4 0

IPl 10 mg/kg 453 366 316 273 253 234 220 208 201 191 185 178 173 170 165 159 152 145 134 114 78 18 1 0

* New events since 4-year database lock: 6 (NIVO - 4 regional, 2 distant) and 4 (IPIl - 1 each of local, distant, new
primary, and death)

aMedian not stable. bStratified. Mo, month; NR, not reached. Weber SMR 2021



60-Month RFS update: pre-specified subgroup analysis

CheckMate 238

Unstratified

Unstratified HR2

Subgroup HR (95% Cl) (95% ClI)
Overall Overall 218/453 257/453 0.73 (0.61-0.87) —— :
Age < 65 years 147/333 184/339 0.70 (0.57-0.88) —— :
> 65 years 71/120 73/114 0.76 (0.55-1.06) —°—"
Sex Male 131/258 157/269 0.74 (0.59-0.93) — :
Female 87/195 100/184 0.71 (0.54-0.95) ——
Stage [11B 65/166 74/147 0.72 (0.52-1.01) _°_i
HiC 111/202 131/219 0.76 (0.59-0.97) -
IV M1a-M1b 32/62 43/66 0.64 (0.40-1.01) ——
IV M1c 9/20 9/21 0.98 (0.39-2.47) =E
Not reported 1/1 0/0 - :
Stage llI: ulceration Absent 81/201 115/213 0.65 (0.49-0.87) —— :
Present 89/155 83/137 0.81 (0.60-1.09) ——
Not reported 6/14 7/16 0.67 (0.22-2.02) —
Stage IlI: lymph node Microscopic 58/128 72/134 0.75 (0.53-1.06) —
involvement Macroscopic 109/217 122/214 0.75 (0.58-0.98) ——
Not reported 9/25 11/18 0.47 (0.19-1.13) _'_i_
Tumor PD-L1 statusP < 5% or indeterminate 161/300 183/299 0.75 (0.61-0.93) ——
> 5% 57/153 74/154 0.66 (0.47-0.94) —'_i
BRAF mutation status© Mutant 90/187 106/194 0.80 (0.60-1.05) —
Wild-type 100/197 125/212 0.69 (0.53-0.90) —— i
Not reported 28/69 26/47 0.66 (0.39-1.13) ———
0 1
aStratified HR = 0.72 (95% Cl, 0.60-0.86); PPD-L1 IHC 28-8 pharmDx assay; status determined as percentage of tumor cells; <V600E/K. Favors NIVO < > Favors IPI

PD-L1, programmed death-ligand 1. Weber SMR 2021



CheckMate 238

Secondary endpoint: 60-month OS update in all patients

NIVO (n = 453) IPI (n = 453)
Events, n 108 120
Median, mo (95% CI) NR NR
HR (95% Cl)2 0.86 (0.66-1.12)

0S (%)
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0 1 T T T T T T T T T T T T 1 | E— | R B
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

No. at risk Months
NIVO 3 mg/kg 453 450 447 438 427 416 405 388 383 373 366 359 350 341 337 332 324 321 312 305 280 178 42 3 0

IPl 10 mg/kg 453 447 442 430 416 407 395 382 373 362 350 345 340 333 322 316 315 306 294 292 261 155 36 0 O

« 228 of 302 anticipated events (75%); 17 new deaths since 4-year database lock (8 NIVO and 9 IPl), mainly attributed

to disease
aStratified. NR, not reached. Weber SMR 2021



Luke KN7T16 SMRE 2021

KEYNOTE-716 Study Design

(NCT03553836)

Part 1 Part 2
Adjuvant Therapy Rechallenge/Crossover
Sembroli 5 Unblinding
S _— embrolizuma Pembrolizumab

Key Eligibility Criteria 200 mg IV Q3W or Recurrence 200 mg IV Q3W or
* Age 212 years 2 mg/kg (pediatric) = 2 mgl/kg (pediatric)
 Newly diagnosed, 2

resected, high-risk, = : :

stage Il melanoma e " Until prugressmr; or
. Placebo IV Q3W ecurrence recurrence, up to
Stratification® 17 cycles p \
» T category 3b, 4a, and 4b End points
» Pediatric status * Primary: RFS per investigator assessment

« Secondary: DMFS, OS5, safety
» Exploratory: HRQoL

\_ .

*BRAF-mutation status and PD-L1 status were not prespecified stratification factors due to tissue availability. Luke SMR 2021



Recurrence-Free Survival
IA2

Luke KN7T16 SMRE 2021
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o L R B e A A A R e e S e A e R A NR (NR-NR)
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E 40+ ; ; ( )
c 1A1 : A2
g a Events, n (%) HR (95% CI)® ! E Events, n (% HR (95% cl)®
5 . ) . , (%) ( )
- 201 pembro 54 (11.1)  0.65 (0.46-0.92) | i Pembro 72 (14.8)  0.61(0.45-0.82)
X 10- Placebo B2 (16.8) : Placebo 115(23.5)

E L - N 1 | ; | ':l - | | ¥ v v | L]
0 3 B 9 12 15 18 21 24 27 30 33
] Time, months
No. at Risk
Pembrolizumab 487 471 454 432 369 300 229 149 60 28
Placebo 488 476 451 425 352 273 213 151 63 34 B 0

Luke SMR 2021

2From product-imit (Kaplan-Meier} method for censored data. *Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by melanoma
T category (T3b vs T4a v= T4b). &1 data cutoff. December 04, 2020, 182 data cutoff: June 21, 2021.



RFS:T Category Subgroups??

Luke KN7T16 SMRE 2021

T3b T4a T4b
100+ | N
90+ ; 7
= !
i 804 ' : I -
-E ?ﬂ- ! - E m = :
g 18-mo rate® . 18-mo rate® . 18-mo rate®
- Y OO - S (95% CI)¢ I TR .. S (95% €I - § EEOONUVNNEHINII. - e (95% CI)¢
(e 5 NR (NR-NR) i NR (24.9-NR) i NR (24.2-NR)
g 407 NR (NR-NR) | 29.9 (28.2-NR) ] NR (25.2-NR)
£ f ' | - s
§ 204 Events, n (%) HR (95% CI)® - Events, n (%) HR (95% CI)® - Events, n (%) HR (95% CI)°
[V 4 104 Pembro 18 (9.0) 0.40 (0.23-0.69) Pembro 11 (10.1) 0.49 (0.24-1.00) Pembro 39 (22.8) 0.82(0.54-1.26)
Placebo 44 (22.0) Placebo 24 (20.7) Placebo 45 (26.6) .
n I L] L] | L] i I ] | | 1 L] ] | I | L ] ] T ] || Ll I ] | L] lI ] | ] 1] 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 3 0 3 6 9 12 15 18 21 24 27 30 3
Time, months Time, months Time, months
MNo. at Risk

1089107 104 101 86 69 49 34 12 5 1 0
M6 115108102 &7 66 51 4016 9 2 0

Pembrolizumab 200 193 186177 151 124 97 60 26 14 0 O
Placebo 200 194 188179 149 114 87 56 23 13 1 0O

171166 161152130 10581 54 29 8 2 0
169164 152143 116 93 75 535 24 12 3 0

Luke SMR 2021
“Baszed on actual baseline tumor stages IB and IC collected on eCRF; 2 patients had T3a melanoma. ®Two patients with Nx, 5 with N1c, and 2 with stage I\ disease were not included in

the T category analysis. <From product-limit (Kaplan-Meier} method for censored data. “Based on Cox regression model with Efron’s method oftie handling with treatment as a covariate.
Data cutoff. June 21, 2021.
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CONCLUSIONES

e Laadyuvancia basada en pembrolizumab o nivolumab (BRAF+ vy -) presentan beneficio clinicamente relevante en pacientes con
melanoma estadio Il resecado
o  Particularmente IlIB-C-D
o  Mas dudoso IlIA
o  Sin evidencia en [lIA<1mm
e Pembrolizumab presenta beneficio en disminucion de riesgo de recaida en pacientes con melanoma estadio II1B-C resecado

o  Necesitamos mds seguimiento para ponderar mejor el balance riesgo/beneficio
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Gracias



