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10 anos...



10 anos... de experiencia

Editorial Aevisto Mexicana de

FeEcdicbrics

Wik, TE. M. 3 » Maryo- bursn 2071
=p 35101

sQue es la medicina?: jUna ciencia? ;Un arte?
20 un oficio?

(What's medicane: a sience, an art or a oaft?)

Leopoddo Vega Franco

La medicina no es sélo una ciencia, sino que también es un arte.

No consiste de componer pildoras y yesos; se trata de los mismos procesos de la vida,
gue deben ser entendidos antes de que puedan ser guiados

Paracelso



10 anos... de experiencia con inmunoterapia
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No vemos jamas las cosas tal cual son, las vemos tal cual somos”™
Anais Nin




Todo empezo con esto...

Enhancement of Antitumor Immunity
by CTLA-4 Blockade

Dana R. Leach, Matthew F. Krummel, James P. Allison*

One reason for the poor immunogenicity of many tumors may be that they cannot provide
signals for CD28-mediated costimulation necessary to fully activate T cells. It has recently
become apparent that CTLA-4, a second counterreceptor for the B7 family of costimu-
latory molecules, is a negative regulator of T cell activation. Here, in vivo administration
of antibodies to CTLA-4 resulted in the rejection of tumors, including preestablished
tumors. Furthermore, this rejection resulted in immunity to a secondary exposure to tumor
cells. These results suggest that blockade of the inhibitory effects of CTLA-4 can allow
for, and potentiate, effective immune responses against tumor cells.

SCIENCE = VOL.271 = 22 MARCH 1996



Improved survival with ipilimumab in patients with metastatic melanoma MDX010-20
Hodi FS, et al. N Engl Med 2010
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Paciente N° 1

4 dosis de Ilum%b 3 mg/Kg/3 semanas
Junio=» Agosto-15
Diarrea g.1

AgpSto-16 ANEBi0-17




Drug of the vear: Programmed Death-1 receptor/Programmed
Death-1 Ligand-1 receptor monoclonal antibodies

Caroline Robert, Jean-Charles Sona, Alexander M.M. Eggermont™
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Corrected 26 March 2018. See full text.
SPECIAL SECTION CANCER IMMUNOTHERAPY

REVIEW

Cancer immunotherapy using
checkpoint blockade

Antoni Ribas*™ and Jedd D. W olchok 23*

The release of negative regulators of immune activation (immune checkpoints) that
limit antitumor responses has resulted in unprecedented rates of long-lasting

tumor responses in patients with a variety of cancers. This can be achieved by antibodies
blocking the cytotoxic T lymphocyte—associated protein 4 (CTLA-4) or the programmed
cell death 1 (PD-1) pathway, either alone or in combination. The main premise for
inducing an immune response is the preexistence of antitumor Tcells that were limited
by specific immune checkpoints. Most patients who have tumor responses maintain
long-lasting disease control, yet one-third of patients relapse. Mechanisms of acquired
resistance are currently poorly understood, but evidence points to alterations

that converge on the antigen presentation and interferon-g signaling pathways.
New-generation combinatorial therapies may overcome resistance mechanisms to
immune checkpoint therapy.

Easogpeen i Tovimsa | o Casaeyr (001 3) 49, 2eas 200

Clinical effects of PD-1- and
PD-L1-blockade therapies

The underlying biology and durable response
rates in patients with multiple types of cancer
indicate that therapeutic blockade of the PD-1
pathway is arguably one of the most important
advances in the history of cancer treatment.
There are currently five anti—FD-1 or anti—FD-
L1 antibodies approved by the FDA in 11 cancer
indications (Table 1 and Fig. 2). The first evi-
dence of the antitumor activity of PD-1blockade
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Figure 3. Modified PFS
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Figure 4. 05 by Randomized Treatment in the Overall Population
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Paciente N°2

* Vardn de 45 afnos

» Psoriasis con artritis psoriasica desde 2012

» Fototipo cutaneo tipo Il

Abril-17— Melanoma
maligno nodular pT4b
pN3 (8/10) MO, estadio
lHIC (AJCC 7?)

Oct-17— Recaida
hepética y subcutanea

o

Mutacion BRAF +
ECOGO0

RMN cerebral sin
datos de interés

LDH 161 U/L
(105-215 U/L)

Nivolumab— Nov-17

10-Junio-18 Respuesta completa

ECOG 0

Continua con Nivolumab hasta Marzo-20
Vivo, sin tratamiento y sin enfermedad
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Paciente N°3

 Varén 46 aios « Mutacién BRAF negativa

* 2011— Melanoma maligno nodular tronco pT4a . ECOGO
pNO MO, estadio 1B, 72 AJCC . No M1 cerebrales

* Dic-16— Rec_:afda ganglionar inguinal izquierda « LDH 180 U/L (105-215 U/L)
tratada con cirugiay RT « Nivolumab— Julio-17

* Jun-17— Recidiva pulmonar y subcutanea en recto * Dic-17— Progresion subcutaneay ganglionar— Ipilimumab
izquierdo

* Abril-18— Progresion pulmonar — Fotemustina
* Sep-18— Exitus




De esta necesidad-> “Estrategias de combinacion”

Diferentes clases inmunoterapia
Diferentes farmacos

Objetivos

Mejorar eficacia de inmunoterapia
Aumenta inmunogenicidad del tumor
“dejar de esconderse”

Aumentar respuestas

Disminuir resistencias primarias
Retrasar resistencia adquirida
Racional

Paciente N° 2 Paciente N° 3

Garces A, et al. Building on the anti-PD1/PD-L1 backbone: combination immunotherapy for cancer. Expert Opin Investig Drugs. 2019;28(8):695-708.



10 anos... de experiencia con doble inmunoterapia

Analysis of new combination trials with Landscape of combination checkpoint

PD-1/PD-L1 inhibitors started in the past 2 years inhibition agents

Nivo+ipi [l Atezo+Ipi Durva+Treme Pembro+ipi |l

Radiotherapy
92

Nivolumab +
Ipilimumab
62%
(n=101)

<1% (n=1)

Jia Xin Yu, et al. Nat Rev Drug Discov 2020 Chae, et al. J Immunother Cancer 2018



Nivolumab + Ipilimumab, ¢juntos mejor?

Anti-CTLA-4

Hard wired

Targets CD28 pathway

Works during priming

Expand conal diversity

Responses often slow

Primarily effects CD4 T cells

Can move T cells into “cold”
tumors

Adverse events relatively
frequent

Disease recurrence after
response rare

Anti-PD-1
Induced resistance
Targets TCR pathway

Works on differentiated T
cells

Does not expand clonal
diversity

Responses usually rapid
Only effects CD8 T cells

Does not move T cells into
tumors

Adverse events less
frequent

Disease recurrence after
response significant

Allison J, et al. ASCO 2019 del 31 mayo- 4 junio. Chicago, EEUU




Cambios inmunologicos -2 Anti-PD-1 vs anti-CTLA-4 vs anti-PD-1 mas anti-CTLA-4
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Nivolumab + Ipilimumab, ¢juntos mejor?
Efectos sinérgicos
Respuesta immune mas robusta

Eficacia clinica demostrada*
Primera linea melanoma avanzado/metastasico
Primera linea cancer de pulmén combinacion dos ciclos quimioterapia
Primera linea mesotelioma irresecable

Hepatocarcinoma segunda linea tras sorafenib

Primera linea cancer renal avanzado con intermedio/mal prondstico

Segunda linea cancer colon MSI-H/dMMR

* https://www.ema.europa.eu/en/documents/product-information/opdivo-epar-product-information_es.pdf

* https://www.ema.europa.eu/en/documents/overview/yervoy-epar-medicine-overview_es.pdf
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¢ Y esta eficacia en qué se ha traducido?

« Aumento tasa respuestas

-

-



Eficacia—> Tasa de respuestas

CheckMate 067 6.5 y

Response to treatment at 6.5 years

NIVO + IPI
(n = 314)
ORR (95% Cl), % 58 (53-64) 45 (39-51) 19 (15-24)
Best overall response, %
Complete response 23 19 6
Partial response 36 26 13
Stable disease 12 9 22
Progressive disease 24 38 50
Unknown \ 6 8 9
Median duration of response (95% Cl), months m\(61 .9-NR) NR (45.7-NR) 19.2 (8.8-47.4)

Cl, confidence interval; NR, not yet reached.

Y en algunos pacientes la respuesta es un objetivo clinico (y una necesidad)...

Wolchock JD, et al. ASCO 2021



Junio-17-> Recaida pulmonar/hepatica Sep-17-> 4 ciclos Nivolumab + Ipilimumab

Paciente N°4 * LDH>2LSN . LDH normal

+ Tos continua y disnea « Mejoria sintomas evidente

Mujer, 39 afos

Melanoma cuero cabelludo
estadio IlIC> 2016

BRAF mutado

ILP tras nivo-Ipi-> 24meses
22 linea—> Terapia dirigida
ILP terapia dirigida—> 18 meses
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¢ Y esta eficacia en que se hatraducido?

 Aumento tasa respuestas (y de la calidad de las mismas)

-

-



Eficacia—> Supervivencia global segun respuesta

OS by best overall response, 12-month landmark analysis?

NIVO + IPI NIVO IPI
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0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months Months Months
CR 34 34 34 33 33 32 31 30 30 30 29 27 27 26 1 CR 31 31 31 31 31 31 30 29 29 27 27 27 25 24 O CcR 8 8 8 7 6 6 6 5 5 5 5 4 4 3 1
PR 134 134 134 127 121 117 116 109 108 105 104 104 99 92 9 PR 104 104 104 97 95 93 88 85 81 79 77 74 73 65 3 PR 50 50 50 46 40 38 35 34 32 31 30 29 28 27 4
SO 29 29 29 27 2 19 4% 14 Az 10 1@ 1 11 11 6 D 35 35 35 31 23 20 7 15 15 15 S 15 15 15 0 SD 61 61 61 54 48 38 33 31 27 25 21 16 14 13 1
PD 25 25 25 18 18 14 13 12 9 8 8 7 7 7 0O PO 57 57 S7 41 32 27 23 16 16 16 5 14 13 13 0 PD 80 80 80 54 39 29 24 22 21 18 17 17 16 16 1

» Patients with a best overall response of a CR, PR, SD, or PD at 12 months were followed for OS

“To address guarantee-time bias, landmark analysis excluded patients who had an event during the first 12 months.
PD, progressive disease.

Wolchock JD, et al. ASCO 2021



Nivolumab plus ipilimumab versus sunitinib in

first-line treatment for advanced renal cell carcinoma:
extended follow-up of efficacy and safety results from
a randomised, controlled, phase 3 trial

Owerall response (%)

Number at risk
(number censored)
Nivolumab plus
ipilimumab
Sunitinib

1004 —— Nivolumab plus ipilimumab
00 — Sumnitinib
804 A‘_‘-a_
?U_ ‘L\-“l\k"'ﬁﬂ_‘ﬂ i .
g
60 \'-—“_‘“1 Mu ——
50- Y
40+ Hw‘*g
304 Median duration of response per investigator:
30 nivolumab plus ipilimumab NR (95% Cl 24.7-NE) vs
sunitinib 18-0 months (13-8-22-2)
104 HRO51(95% C10-38-0-68)
0 | | | I I | ! ! | I | ! |
0 3 & g 2 15 18 21 24 ¥ 30 3 36 39
Duration of response per investigator assessment {months)
225 205 175 160 146 136 120 111 102 90 5§ 20 4 0
@ (5 (10) (13) (18) (19) (&) (29) (34) (43) (7) (112) (177) (13
186 164 136 116 98 86 72 60 49 40 27 7 0 0
© (9 () (19 @1 @4 (30) (34) (7) (40) (48) (b4) (69) (69)

Pacientes cancer renal Nivolumab + Ipilimumab Sunitinib
intermedio-mal pronéstico (%) (%)
Mejor respuestas (%)

Respuesta completa 11 1

Respuesta parcial 31 28

Enfermedad estable 26 41

Progresion 25 19

NA 7 10
Pacientes duracién
respuesta > 18 meses (%) 52 28

Motzer RJ, et al. Lancet Oncol 2019



First-line nivolumab + ipilimumab + 2 cycles of chemotherapy versus chemotherapy alone (4 cycles)
in patients with advanced non-small cell lung cancer: 2-year update from CheckMate 9LA

2-Year update: PFS and DOR

PFS2
100 HIVO + IPl + chemo  Chemo
(n=1361) (n = 358)
Median PFS,* mo 6.7 5.3
80+ HR (95% CI) 0.67 (0.56-0.79)
- Bl
&
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B "-1-["—
| 20%
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i I i d
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0 N S S S S D S e S —
0 3 &6 9 12 1% 18 21 24 27 30 33 36 39
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361 252 170 134 103 85 T7 66 54 29 12 & 1 0

[
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107 72

49 44 26 22 17 12 3 ©0 0O O

DOR=
100 — NIVO + IPl + chemo Chemo
(n = 361) {m= 358)
ORR, n (%) 137 (38.0)° 91 (25.4)4
80+ Median DOR,* mo 13.0 5.6
&0
|
: 34%
40 4 |
i NIVO + IPl + chemo
20- b | |
i L Chemo
! 12%)
0 T T T I T T T f T T T T 1
0 3 & 9 12 15 18 21 24 27 30 33 36 319
Months
Mo. at risk

137 116 97 75
. B |

62 5% S0 3B 17 7 4 2 0 ©
1% 16 12 10 & 3 1 0 0 0

Mintmum follow-up: 23.3 months.

*Per BICR; "95% C1 = 5.6-7.8 (NIVO = 1Pl = chemao) and 4.4-5.6 [chema); “includes 3.3% CR and 34.6% PR; 4 patients who had a PR a5 bect respons= at o presious DBL (12,7 months minimum follow-up for responss)
improved to CRs; inoludes 1. 1% CR and 24.5% PR; =35% O = 8.5-30.2 (MWD + I + chemo) and 4.4-7.1 (ohemo). 8

Reck M, et al. ASCO 2021, #9000



 Aumento tasa respuestas (y de la calidad de las mismas)
» Beneficio en supervivencia global

-
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Long-Term Outcomes With Nivolumah
Plus Ipilimumab or Nivolumab Alone Versus
Ipilimumab in Patients With Advanced Melanoma

Nos fijamos en esto...

Mivolumab Plus
Ipilimumakb Mivolumab Ipilimumakb
in =214} in=2186) {m =315}
Meadian {259 Cl}, months MR (71.9 to NR) 58.7 (35.9 to MNR) 21.9 (121 to 27.4)
HE {952 Cl} vipilimumakb 0.42 {0.39 to 0.60F 0.59 {0.42 to 0.73) —
100 o HE (952 CI} v nivolumakb 0.81 (0.64 to 1.03) — —
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0 3 6 9 12 15 12 21 24 27 30 33 3656 39 42 45 48 51 54 57 60 63 66 B9 72 75 78 81 84 &7
Time (months)
M. &t risk:
Mivolumab plus ipilimumab 314 262 266 24B 227 222 210 201 199 193 187 181 178 172 168 164 163 168 168 157 155 154 163 160 147 146 138 &6 10 0O
Mivolumakb 316 @2 266 246 231 2714 307 1971 181 176 171 164 168 160 146 142 141 139 137 137 134 132 130 128 126 124 117 B8 3 0
Ipilimumaky 316 ZBE 263 227 203 1871 163 148 135 12B 113 107 100 95 &4 891 EBF B4 B1 77 76 70 68 64 B4 B3 61 32 7 0

* Supervivencia especifica de melanoma (andlisis descriptivo) Wolchock JD L 3Clin O 12021
oichoc , et al. In Onco



Nivolumab plus ipilimumab versus sunitinib in
first-line treatment for advanced renal cell carcinoma:
extended follow-up of efficacy and safety results from
a randomised, controlled, phase 3 trial

Y en esto...
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= 40 e W
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20
10  HR0-66 (95% C10-54-0-80), p<0-0001 :
o T T T 1 T T T T T T T T T T 1
] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Mumber at risk
(number censored)

Mivolumab plus 425 300 372 348 332 317 306 287 270 253 233 183 a0 34 2 W]
ipiimumab  (0) (7)) (9) (10) (10) (12) (12) (15) (16) (19) (26) (66) (153) (200) (241) (243)
sunitinib 422 388 353 318 290 257 236 220 207 194 179 144 75 29 3 0

©) (1) (12) (15) (18) 1) (22) @) (23) (24) (31) (60) (123) (167) (192) (195)

Motzer RJ, et al. Lancet Oncol 2019

m--uln Issues: FDA

Off¢ologist
cologist
FDA Approval Summary: Nivolumab Plus Ipilimumab for the
Treatment of Patients with Hepatocellular Carcinoma Previously
Treated with Sorafenib
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First-line nivolumab + ipilimumab + 2 cycles of chemotherapy versus
chemotherapy alone (4 cycles) in patients with advanced non-small cell lung
cancer: 2-year update from CheckMate 9LA

2-Year update: OS in all randomized patients pd Yen esto...

NIVO 3, Chemo
n = 361) (n =358)
15.8 11.0
0.72 (0.61-0.86)

B m% NIVO + IPI + chemo

204 26% ———_ o0 ([ o0
| Chemo
|
0 T T T T T T 7 T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
Mo. at risk
HIVO # IP1 + chema 381 126 92 250 7 1% 170 150 137 95 50 23 7 0
: 24,4 months. 6

'95%(\ |5$1‘? NIvD - + IPf + ghemo) and 9.5-12.7 (chema).

Reck M, et al. ASCO 2021, #9000

First-line nivolumab plus ipilimumab in unresectable
malignant pleural mesothelioma (CheckMate 743):

a multicentre, randomised, open-label, phase 3 trial
Y en esto...

A Nivolumab plus otherapy
100 - ipilimumab group_Agqroup
0o Median overall survival (95% CI), months 18-1 (16-83-21 14-1 (12-4-16-2)
Hazard ratio 0-74 (96-§2€ Cl 0-60-0-91); p=0-0020
80 o
68% (95% C162.3-72-8)
= 70 e
— 1 ‘D‘
3 60 :
= 58% (05% €1 517-63-2)!
] S0~ | 41% (95% C135-1-46-5)
T 40 !
S N I M
30 ! : gy SR
20 | 7% (05% (121.0.32-4) ! M
—— Nivelumab plus ipilimumab group I
10+
—— Chemotherapy group I
o T T T i T T T . T T T T 1
0 3 6 9 12 15 18 21 24 27 30 3 36 39
Number at risk
(number censored)
Nivolumabplus 303 273 251 226 200 173 143 124 101 65 30 11 2 o
ipilimumab group {0} 2) (4) () @ (11) (14) (16) (29) (49) F6) (23) (101) (103)
Chemotherapy group 302 268 233 190 162 136 113 95 62 38 20 11 1 o
(@) (15) (18) (20) (200 (20) (21) (23) (36) (55) (66) (73) (B2) (B3)

Baas P, et al. The Lancet 2021
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¢ Y esta eficacia en que se hatraducido?

» Beneficio en supervivencia global
Beneficio en pacien‘D’s “de especial mal pronostico”

[ /
4 : ;
 Aumento tasa respuestas (y de la calidad de las mismas)
)
’

<



IMDL intermediate-risk or poor-risk patients Intention-to-treat population IM DL favourable-risk patients
Mivolumab plus Sunitinib pvalue MNivolumab plus Sunitinib pvalve  Mivolumab plus Sunitinib pvalue
ipilimumab [n=425) (n=422) ipilimumah (n=550)  (n=54§) iplimumab (=125}  (n=124)
Proportion of patients with 47% (37-47) 29% (25-34) 00001 41% (37-40) 34% (30-38) 0015 39% (31-48) 50%(41-59) 014
confirmed objective responses, %
(95% C1)
Best overall response
Complete response 48 (11%) 5 (1%) 58 (11%) 10 (2%) 0 (8%) 5 (4%)
Partial response 130 (31%) 119 (28%) 169 (31%) 176 (32%) 39 31%) 57 (46%)
Stable disease 110 (26%) 174 (41% 165 (30%) 222 (41%) 48 (39%)
Progressive disease 106 (25%) 80 {19%) 121 (22%) 86 (16%) 15 (12%) 6 (5%)
Unable to determine or not reported. 31 (7%) 44 (10%) 7 7%) 52 (10%) 6 (5%) 8 (6%)
MEI:'LE.I'I ‘ﬁrl'Etﬂtﬂl‘l‘ﬁl'l‘llEd ﬂ-hjEEh'l.l'E I'I=:|.:l"ﬁ; I'I=:|.14; I1=125; I1='1-E-El; I'I=-I1-9; I'l=ElE;
respanse (IQR). months* 28(2731) 4-0(2-8-55) 2.8 (27-4.0) 4-0(2-8-6-0) 2-9(2-F-5-5) 43 (2-8-69)
Median time to confirmed complete  n=48; Mot calculated n=58; Mot calculated n=10; Mot calowlated
response (IQR), months 58 (2-0-105) 7.6 (38-11.7) 105 (7-0-14-0)
Patientswith duration of response 92/176 (52%) 35/124 (28%) 120/225 (53%) 72/1B6 (39%) 28/49 (57%) 37/62 (60%)
=18 months*
Patientswith ongoing response* 104176 (59%) 431124 (35%) 131225 (58%) 69186 (37%) 7149 (55%) 26/62 (42%)
Patientswith ongoing complete 42148 (88%) 4/5 (80%) 51/58 (88%) 6/10 (60%) 910 (90%) 25 (40%)
response

Data are n (%) or /M (%) unless othersise spedified. pvalue caloulated only for the co-primary endpaoint. IMDC=International Metastatic Renal Cell Carcinoma Database Consortivm. * Charactenisation of

response kinetics could not be closlated for two intermediate-risk or poor-risk partial responders to nivolumab plus ipilimemat: because of missing date of partial response.

Table 1: Investigator-assessed objective response rates by the Response Bvaluation Criteria in Solid Tumors (version 1.1)

Motzer RJ, et al. Lancet Oncol 2019



Melanoma: from incurable beast
to a curable bet. The success of
immunotherapy

Maria Libera Ascierto’, Ignacio Melero? and Paolo Antonio Ascierto3*

¢ Combinaciones
mejor aqui?

Frontiers in Oncology 2015

"Department of Oncology, Johns Hopkins University, Baltimore, MD, USA, 2 Department of Oncology, Centro de
Investigacion Médica Aplicada (CIMA), Clinica Universidad de Navarra, Pamplona, Spain, ¢Unit of Melanoma,
Cancer Immunotherapy and Innovative Therapy, Istituto Nazionale Tumori Fondazione “G. Pascale”, Napoli, Italy

e

Poblaciones de

peor pronostico _
Metastasis cerebrales

Niveles elevados LDH Tropismo cerebral

o Melanoma
* 20-30% al diagndstico

mucosas/uveal

* 50% alo largo de la enfermedad

* 70% series autopsias Melanomas especial
Mal prondstico— Mediana SG 4 meses  mal pronostico

’7 Anti-PD1 poco eficaz

Nivolumab + Ipilimumab
eficacia significativa M1 asintomaticas no tratadas



Estudio ABC (mediana seguimiento 52.8 meses). Long G, et al. ASCO 2021

ABC Intracranial Progression-Free Survival

100%] )5
Total N° Events, n (%) 19 (54%)

80% Med. PFS, mo (95% CI) 5.4 (2.7-NA)
5-yr PFS rate, % (95% Cl)  46% (32-66)

@
a
B

a
-3
=

FS
3
B

15%

N
13
2

B: Nivo

N=25
21 (84%)
2.5 (1.7-2.8)
15% (6-39)

C: Nivo
N=16
15 (94%)
26(1.4-44)
6% (1-42)

15%

6%

Intracranial Progression-Free Survival

o)
B

6%

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
Numbers at risk (cumulative number of censored)
m(25(0) 5(0) 5(0) 4(1) 4(1) 3(1) 3(1) 3(1) 3(1) 3(1) 3(1) 3(1) 3(1) 3(1) 3(1) 3(1)
m|16(0) 4(0) 2(0) 1(0) 1(0) 1(0) 1(0) 1(0) 1(0) 1(0) 1(0) 1(0) 1(0) 1(0) 1(0) 1(0)

3(1) 2 22 22 22
1(0) 1(0) 1(0) 1(0) 1(0)

ABC Intracranial and Extracranial Concordance
All Patients Cohort A and B

Progression-Free Survival

————— Extracranial
Intracranial
_________ Nivo ___________21%
15%
% Mon(h§

Months

ABC Intracranial Progression-Free Survival

Drug-treatment Naive Patients

100%1

Total N° Events, n (%)
Med. PFS, mo (95% CI)
5-yr PFS rate, % (95% Cl)

13 (48%)

j B: Nivo
N=19

16 (84%)
NR (5-NR) 2.6 (1.8-13.8)
52% (36-74)  14% (4-46)

14%

0%

Intracranial Progression-Free Survival

Extracranial
response*
CR PRSD PD
3
ZCR[8 4 0]0
&
EPRIO 6 110
T
§S_M
£pD 3|4 18

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months
Numbers at risk (cumulative number of censored)
- |19 (0) 4(0) 4(0) 3(N 3(1) 2(1) 2(1) 2(1) 2(1) 2(1) 2(1) 2(1) 2(1) 2() 2(1) 2(1) 2(1) 1(2) 1(2) 1(2) 1(2)
Overall Survival UVOHBIN B:Nivo  C:Nivo
N= N=25 N=16
100%] Total N° Events, n (%) 17 (49%) 16 (64%) 14 (88%)
= Med. OS, mo (95% CI) NR (11.9-NR)  26.1(6.9-NR) 5.1 (1.8-53.0)
2 a0 5-yr OS rate, % (95% CI)  51%(36-71)  34%(20-60)  13% (3-46)
=
=
2 60%
g 50%]
> 40% 0
2 34%
% 0
L 3%
0%
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Numbers at risk (cumulative number censored) Months
m|25(0) 23(0) 17(0) 15(1) 14(1) 14(1) 13(1) 12(1) 12(1) 11(1) 11(1) 10(1) 10(1) 9(1) 9(1) 8(1) 7(2) 6(3) 6(3) 4(5) 3(6)

™|16(0) 11(0) 7(0) 6(0) 5(0) 5(0) 5(0) 3(0) 3(0) 23(0)

3(0) 3(0) 3(0) 3(0) 3¢ 3(0 3(0 3(0

20 2(0) 2(0)

+ Death solely due to intracranial progression in 8/76 (17%) patients (1 Cohort A, 4 Cohort B, 3 Cohort C)




Paciente N°5

Mujer de 59 afos

* Melanoma ocular de ojo izquierdo sometido a enucleacién (2011)

» Recaida local tratada con braquiterapia (2013).

» Recaida hepatica (junio-19) tratada con Nivolumab (1 mg/Kg)-Ipilimumab (3 mg/Kg)/3 semanas x
4C y actualmente Nivolumab en monoterapia con EE

« ECOGO

Junio-19 Enero-22




Paciente N°6

Mujer de 78 afnos

+ Melanoma mucosa nasal derecha en junio-21 con

« ECOG 1, obstruccion nasal y rinolalia

* Nivolumab (1 mg/Kg)-Ipilimumab (3 mg/Kg)/3 s x 4C

Junio-21 /

RA

{ rRA




L ! ¢ Y esta eficacia en qué se ha traducido?

.
-+ Aumento tasa respuestas (y de la calidad de las mismas)
» Beneficio en supervivencia global
Beneficio en pacient®s “de especial mal prondstico”
sibilidad parar tratagpientos (sin ca ometer la eficacia)

- (]




¢ We can? Un nuevo concepto...

/

Treatment-Free Survival: A Novel Outcome
Measure of the Effects of Imnmune Checkpoint

Inhibition—A Pooled Analysis of Patients With
Advanced Melanoma

¢, Por qué?

» Porque SLP y la SG han guiado las aprobaciones y decisiones clinicas
...aunque quizas no valoren adecuadamente el beneficio de la inmunoterapia

Pacientes que discontinuan
...periodos de remision, sin necesidad de tratamientos subsecuentes

« Memoria inmunoldgica

Regan M, et al. J Clin Oncol 2019



ASCO 2020

Estimating Treatment-Free Survival Over Extended Follow-up in
Patients With Advanced Melanoma Treated With Immune Checkpoint
Inhibitors: 5-Year Follow-up of CheckMate 067 et number 10013

Meredith M. Regan, .2 Charlene Mantia,3 Lillian Werneg' Ahmad A. Tarhini,# Sumati Rao,> Andriy Moshyk,> Corey Ritchings,> Sandra Re,>
Agnes Balogh,> Michael B. Atkins,® David F McDermott?2.3

Dana-Farber Cancer Institute, Boston, MA, USA; 2Harvard Medical School, Boston, MA, USA; 3Beth Israel Deaconess Medical Center, Boston, MA, USA; “Moffitt Cancer Center
and Research Institute, Tampa, FL, USA; 5Bristol Myers Squibb, Princeton, NJ, USA; 6Georgetown Lombardi Comprehensive Cancer Center, Washington, DC, USA

A. NIVO+IPI B. NIVO C. IPI

100 100

100

TFS-> SG dentro y fuera de tratamiento,
con y sin toxicidad.

. Actualizacion 5 afios TFS

. 33% tiempo sin tratamiento
Nivolumab+lpilimumab, 17% NIVO y
20% IPI

. Mayoria tiempo TFS transcurrioé sin =
TRAES grado 3 en todos los brazos

. NIVO+IPI continud teniendo doble TFS
que los pacientes tratados con NIVO

o [
o o

Percent of patients
=

Percent of patients
Percent of patients

N
o

0 12 24 3 48 60 0 12 24 36 48 60 0 12 24 36 4 60 (19,7 meses vs 9,9 meses)
Months since randomization Months since randomization Months since randomization
NIVO+IPI NIVO |PI
Overall survival 38.6 64% 36.1 60% 2.5 (-1.1t06.2) 28.4 47% 10.2 (6.6 to 13.9)
Survival after subsequent therapy initiation 6.6 11% 9.3 15% -2.7 (-4.9 to -0.4) 13.9 23% -7.3 (9.8 to -4.8)
TFS 19.7 33% 0 17% 9.8 (6.7 t0 12.8) 11.9 20% 7.8 (4.6 t0 11.0)
Without grade > 3 TRAE 18.1 30% 9.0 15% 9.0 (6.1t012.0) 1.7 19% 6.4 (3.3t09.5)
With grade > 3 TRAE 1.6 3% 0.9 2% 0.7 (-0.4 t0 1.8) 0.2 <1% 1.4 (0.5t02.3)
Time on protocol therapy 12.3 21% 16.9 28% -4.6 (-7.3to-1.8) 2.6 4% 9.8 (7.9 to 11.6)
Without grade > 3 TRAE 11.8 20% 16.2 27% -4.4 (-7.1to-1.7) 2.5 4% 9.3 (7.5to11.1)
With grade > 3 TRAE 0.5 1% 0.7 1% -0.2 (-0.8 to 0.5) 0.1 <1% 0.4 (0.2 t0 0.6)




First-line nivolumab + ipilimumab + 2 cycles of chemotherapy versus chemotherapy alone (4 cycles) in
patients with advanced non-small cell lung cancer: 2-year update from CheckMate 9LA

Efficacy in patients who discontinued NIVO + IPl + chemo due to TRAEs?

10, Al oo 0 Bl chema Patients who discontinued all components of
Pscentiusd dus to TRAE: - — ————— NIVO + IPI + chemo due to TRAEs
80 NIVO + IPI + chemo
(n = 61)
& 60— . Median 05, mo 27.5
4 i ! 2-year 05 rate, % 54
i |
40— | I ORR, n (%) 31 (51)
i ! Median DOR after discontinuation,® mo 14.5
20 i i Ongoing response for
| | = 1 year after discontinuation,® % 56
i i Amaong patients who discontinued all components of HIVO + Pl + chemo dues
0 — T T T T T T T T T T 1 to TRAEs:
0 3 &6 9 12 15 18 21 24 27 30 33 3% 19 * Median (range) number of doses was 7 (1-33) for NIVO and 3 (1-17) for IPI
Months * Median (range) duration of treatment was 4.4 (0-23.3) months

Mo. at rizk (patients who discontinued due to TRAES)
61 L1 E3 43 44 4 b 34 i3 6 15 11 4 o

Reck M, et al. ASCO 2021, #9000



CheckMate 214

OS in Patients Who Discontinued Due to Treatment-Related AEs

Post hoc ana
1.0

0.9 1

0.8 +

0.7 7

~
~
Q2

o~

0.6
0.5
0.4 4
0.3

Overall survival (probability)

0.2 1

0.1 4

lyses in the NIVO+IPI arm

83%

0,
70% 66%

Patients who discontinued
due to treatment-related AEs

A0/
/iﬁo

a3

6

ITT patients

0.0—I
0

[0 o B S e

-_—

No. at risk

Pts who
discontinued 141 135 127 125 121 120 115
550 523 493 465 444 426 411

21

24

N frmmmmmmmmm e o

1
0

1
27 3
Months

N

46
135

13
49

107 104 98 95 93 91 90 85 74
390 372 353 337 323 309 302 286 241

w W
[N ]

15

Tannir N, et al. 2020 Genitourinary Cancers Symposium



Paciente N° 7

Varon de 68 afnos

Osteoartritis
Agosto-19-> Adenocarcinoma células claras rifion derecho estadio IV

Ipilimumab 1 mg/Kg
+
Nivolumab 3 mg/Kg/ 3 semanas

Tras 3 ciclos...
« Toxicidad hepatica G4
» Artralgias refractarias a
esteroides—>
inmunosupresores

Suspension definitiva

Vivo, sin enfermedad

Nefrectomia (Agosto-20)—>
Necrosis,/no tumor viable




¢ Y qué nos queda?

« Seleccion pacientes




Adecuada seleccion pacientes

Necesidad perentoria
desarrollo biomarcadores

“A cada paciente lo que necesite”




Y qué nos queda?

« Seleccion pacientes
* Optimizar medicion eficacia




RECIST1.1 [34]
Uni-dimensional

>10mm
5 lesions in total, 2 per organ

irRC [74]
Bi-dimensional

Smm x 5mm
15 lesions in total, 5 per organ

irRECIST [75]
Uni-dimensional

>10mm
5lesions in total, 2 per organ

iRECIST [76]
Uni-dimensional

>10mm
5 lesions in total, 2 per organ

imRECIST [77]
Uni-dimensional

>10mm
5 lesions in total, 2 per organ

CR

Disappearance
of all lesions

Disappearance
of all lesions

Disappearance
of all lesions

Disappearance
of all lesions

Disappearance
of all lesions

> 30% decrease
from baseline

>50% decrease
from baseline

>30% decrease
from baseline

>30% decrease
from baseline

>30% decrease
from baseline

[ ]

Neither CR
nor PD

Neither CR
nor PD

Neither CR
nor PD

Neither CR
nor PD

Neither CR
nor PD

>20% increase in the nadir
of the sum of target lesions
(with a minimum a of 5mm)

>25% increase in the nadir
of the sum of target lesions

>20% increase in the nadir
of the sum of target lesions
(with a minimum a of 5mm)

>20% increase in the nadir
of the sum of target lesions
(with a minimum a of 5mm)

>20% increase in the nadir
of the sum of target lesions
(with a minimum a of 5mm)

Confirmation of PD New lesions
Not applicable PD
At least 4 weeks later Incorporated in
the sum
of measurements
At least 4 weeks after Incorporated in
and up to 12 weeks the sum
of measurements
At least 4 weeks after ~ iUPD; not incorporated
and up to 8 weeks  in the sum becomes iCPD
if confirmed
At least 4 weeks later Incorporated in
the sum
of measurements

Borcoman E, et al. Annals of Oncology 2019




-CLINICAL
DETERIORATION
-SLOW PRE-BASELINE
KINETIC GROWTH RATE
-TUMORS EXPRESSING
MDM2/ MDM4, EGFR
-OTHERS: OLDER AGE,
HIGH NUMBER OF METS

-CLINICAL
IMPROVEMENT
-CERTAIN TUMOR
TYPES: MELANOMA,
UROTHELIAL
-DECREASED CT-DNA

SURVIVAL
(%)

o
(=]

PATIENTS WITH DELETERIOUS
EFFECT; POTENTIALLY
_ | HYPERPROGRESSORS

MEAN OS (AUC)

MINIMAL OR NO
BENEFIT WITH 10

Algunos aspectos no bien resueltos (todavia...)

= IMMUNOTHERAPY

B CHEMOTHERAPY
OR TARGETED

THERAPY

STARTS MAXIMAL BENEFIT WITH

10, SLOPE ENDS IN PLATEAU

LANDMARK OS

—

—

12

1
15

1
1

18

TIME (MONTHS)

24 w8

Calvo E, et al. Cell 2020




¢ Deberiamos redefinir la estadistica?

Event-Free Survival

| Pre-Separation HR

Post

-Separation HR

T T T T T
0 6 12 18 24 30
Time (Months)

T T T
36 42 48

Time to Event (Control)

Time to Event (Treatment) |

T
54

T
60

Chen BMC Medical Research Methodobogy (2016) 16:12
D01 10.1186/s12874-016-0117-3

BMC Medical Research
Methodology

Predicting analysis times in randomized b
clinical trials with cancer immunotherapy

TaiTsang Chen™”
Chen Journal for ImmunoTheragy of Cancer 2013, 1:18 o
http:/fwww.immunotherapyofeancer.org/content/1/1/18 { lﬂumﬂl fof

.. ImmunoTherapy of Cancer
RESEARCH ARTICLE Open Access

Statistical issues and challenges in
immuno-oncology

Tai-Tsang Chen'



¢ Y qué nos queda?

« Seleccion pacientes
« Optimizar medicién eficacia
* Mejor conocimiento toxicidad y su manejo (y su dosificacion)




Seguridad

CheckMate 067 6.5y

Safety summary

« No new safety sighals were observed

 No additional treatment-related deaths were reported since the 36-month analysis

NIVO + IPI (n = 313) NIVO (n = 313)

IPI (n = 311)

Any grade | Grade 3-4 | Any grade | Grade 3-4 | Any grade | Grade 3-4

Treatment-related AE, %

96

59 87 24 86 28
Treatment-related AE leading to 42 31 14 8 15 13
discontinuation, %

Treatment-related death,2 n (%) 2 (1) 1(<1) 1(<1)

AE, adverse event.

3Previously reported treatment-related deaths were cardiomyopathy and liver necrosis for NIVO + IPl (n = 1 each; both occurred > 100 days after last treatment), neutropenia for NIVO (n = 1),
and colonic perforation for IPI (n = 1).

No mas toxicidad ni muertes toxicas relacionadas con el tratamiento...




Time to dissect the autoimmune etiology of
cancer antibody immunotherapy

itE

Presform inently [TLA-4 INockode
Colitis (5)

IED (23,90)

Hypapysitis (23, 109)

Fulminant TID (73]
Predominantly P0-1/P0-L1 blockede

TID (56, 67, 74, 75)
TXD (B3]
Pancreasitis (B0)
Thyroicitis (47, 42)

e disease (F5-51)

ALPDIMIMLUNE polyendocmine
syndvome type 2 (17
Primany adrenal insulmcency
(acrenalitss) (53)

IC1-irchced imimane amhiiris (28)

Myncardits (T18)

Potentially
life-threatening 7

s

Rare

Yes, It misdlaqnosed
Yes, if misdiagnosed
Yes, if in OKA
Ho
Yoz, if seyeme
e, of untreated

et W unreaned

Yes5, i unireated

iees

Ho

=

Avtsimmunity or
inflammation?

Unclear

Unclear

Unbonown

Immume-mediztad
Aufoimmune

Meachanistic
evidence

Unknon

Genetic evidence implicates

namier Integriy, pathogen

detection, and autophagy
Hiormal pitwiasy cells
EXpIress ECopic [TLA-4
acmivation of te dassil
COMTHPreTIET i LR 2y

Unknoeen

PO-L1 on Eet
tells that may resist
T cill-imesili v ed apoprosis
Unknoém
LInkmoreen
Strong association
Wit tiyroid Al

TSH recepini Ab

LInEMon

LIk

LInknoren

Linknoren

assodiation?

Insucent
evidznce

Limionown

irAE treatment

High-dose stervids; infliximab
T SMea0icl-1RfraCrony parients

Stenpids, immune modulators,
anth-THF- o EIr'l.'II:I!:IE,IrrI:EFi‘I
inbibitors, anti-Il-23 anbbodies

High-tinse sterolds; v

renlarement therapy; If severe,

10l dsCcontimuation

Im=ulin therapy

Imsulin Tharapy

Dietary comtral;
oral Fypoglyiemic agenis
Usudl medital management
Lympiomatic, frequenthy
ineomg thyroid hormone
FEqlACEMENT
AnTTiy roid therapy,
bera bhockers, RAL or
surgery if necessary
Hommaons repiarement
based on endocrine dsander
HydroCorisone replatement
Thesapy; Mudrecmison:
It necessary
MSAND, DMARDS, Dindogic
Sgents, stermids
High- o2 staroids, VIg,
piasmapharesis

Resperse to
theragy?

oz

et

Excelient

FESONSE

e

High martaity

OMARD. disease-moedifving antitheamatic drug: Vg, inbravenous |memwnoglobualing AL radicactive iodine therapy: TSH, thy roid-stimualating hormone.

Dougan M, et al. J Clin Invest 2020



New therapeutic perspectives to manage refractory immune
checkpoint-related toxicities

Filipe Martins, Gerasimos P Sykiotis Michel Maillord Montsarat Froga, Camille Ribi Thierry Kunizer. Olivier Michidlin, Solange Peters.
Georges Coukos, Francois Spertini, john A Thompson, Michel Obeid Lancet Oncol 2019

Diferentes mecanismos Tipo infiltrado inmune guia el tratamiento
desencadenantes de la toxicidad

Inhibicion fase aguda reaccion inflamatona
Limita dependencia corticoides
Inhibicion progresion tumoral—=+ IL1 e IL6




Y qué nos queda?

« Seleccion pacientes

* Optimizar medicion eficacia

* Mejor conocimiento toxicidad y su manejo
» Traslado beneficio estadios precoces




Enfermedad Diseminada
Medicamentos
Curacion “mas” probable

¢, Qué te sugiere esto?

¢, Podemos trasladar este benefi
de la inmunoterapia a estadios
tempranos?

Tres objetivos

Tumor

1. Tratar cancer antes que sea metastasico
2. | mortalidad especifica
3. 1 posibilidades curacion

Enfermedad Locorregional

Cirugia/Radioterapia + Medicamentos
Mas posibilidades de curacion




Adyuvancia
CheckMate 915> Nivolumab + Ipilimumab vs Nivolumab estadios IlIB-11ID y IV resecados melanoma

¢, Qué ha pasado?

Mc American Association
far Cancer Research

Dual primary endpoint: RFS in ITT population L —
NN + 1P NV
{n = 920) (n = 924)
100
Events, n 227 347
90 Median, mo (95% CI) MR MR
BO HR (97.295% CIp 0.92 (0.77-1.09)
70 - pt 0.26%
— ,B_u ] [ == -
EE |
o 50 163.2%
[ I
o 40 |
|
30 < :
20 - i
104 —&—NIvO + 1PI |
—=— NIVO !
L] T T T T T i T T T T 1

I I
0 3 & 9 12 15 18 21 24 27 30 33 36 39
Mo. at risk Months

MIVO « 1Pl 920 783 720 669 630 605 572 547 505 371 193 74 9 0
HIVO 924 793 21 669 615 578 554 525 476 362 181 69 5 0

Long GV, et al. AACR 2021



Neoadyuvancia

86 pacientes

Brazo A—> 30 pacientes
Brazo B—> 30 pacientes
Brazo C-> 26 pacientes

OPACIN-NEO

Rozeman EA, et al. ESMO 2018

Study design:

* Multi-center phase 2 trial

Study cohort:

+ Stage Illl measurable melanoma

+ 86 patients, 30 Arm A and Arm B,
26 in Arm C (earlier closed upon
advice of the DSMB)

Stratified according to:

» Study center

| o

Arm A

2x IP1 3mg/kg + NIVO 1mg/kg g3wk

Arm B

2x IPI 1mg/kg + NIVO 3mg/kg g3wk

surgery | m——
PBMC Arm C
Tumor biopsy 2 x IPI 3mglkg g3wk 2% NIVO 3mg/kg q2wk PBMC PEerC
HLA typing I CTor
PET/CT + CT PETICT
MRI brain PBMC PBMC
week T >
4 0 3 6 12

Dosing in Arm A, B, and C based on data from Blank, Rozeman, et al., Nat Med 2018, Long, et al.,
Lancet Oncol 2017, Meerveld-Eggink, Rozeman, et al., Ann Oncol, 2017

Data lock: 28 Sep 2018
Median follow-up 8.3 months

Promising RFS after 2 years follow-up and pathologic
response predicts outcome

e OpACIN-neo: After a median follow-up of 24.6 months, only 1/64 (22%) patients with
pathologic response has relapsed
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* patient died due to toxicity without signs

of mel
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Y qué nos queda?

« Seleccion pacientes

* Optimizar medicion eficacia

* Mejor conocimiento toxicidad y su manejo

» Traslado beneficio estadios precoces

e “Otras dobles inmunoterapias” y “otros tumores”
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No hay nostalgia peor que anorar lo que nunca jamas sucedio...

¢.Curacion?
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