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Introduccion

* Los carcinomas de células renales (CCR), constituyen del 80 al 85 por ciento

de las neoplasias renales.

* En cuanto a la clinica se presenta con la triada clasica ( dolor en el flanco,
hematuria macroscOpica y masa abdominal palpable) y también por los

sindromes paraneoplasicos.

* El CCR rrepresenta aproximadamente el 2% de las neoplasias malignas en
todo el mundo con alrededor de 300,000 casos diagnosticados por afio y
100,000 muertes



Tabla I: Distribucion absoluta y relativa de casos incidentes de cancer estimados por la IARC
para Argentina en 2018 seglin localizaciones tumorales mas frecuentes y sexo.

AMBOS SEXOS VARONES MUJERES
SITIO TUMORAL

Mama

Colon-recto

Prostata

Pulmén

Rinon

Pancreas

Cervix

Estomago

Vejiga

Tiroides

Linforna No-Hodgkin
Encéfalo y otros SNC
Leucemias

Cuerpo de utero
Higado

Ovario




Grafico 1: Incidencia de cancer para las principales localizaciones topograficas
en varones y mujeres estimadas por la IARC para Argentina en 2018. Tasas
ajustadas por edad segtn poblacién mundial por 100.000 habitantes.
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Tasas ajustadas por 100.000 habitantes

. Varones ‘ Mujeres

Fuente: Elaborado por SIVER/INC en base a los datos de Globocan2012. Argentina, 2018.

Tasas ajustadas por edad segun poblaciéon mundial por 100.000 habitantes.
Estimas de la IARC para Argentina 2012




Tabla II: Distribucion absoluta y relativa de la mortalidad por cancer en varones y mujeres segun principales topografias.
Argentina, 2017

VARONES MUJERES AMBOS SEXOS

TOPOGRAFIA

Pulmén 3.176 10,5
Colon-recto 3412 1173
Mama 0,2 6.049 20,0
Pancreas | 6,4 2.240 7,4
Préstata 11,6 0 0,0
Estémago 5,9 1.095 3,6
RiRéN y vias urinarias 4,6 680 272
Cervix 0,0 2.048 6,8
Higado y vias billares ‘ 3,6 827 2,7
Leucemia 3,3 849 2,8
Eséfago 3,6 547 1,8
Vejiga 3,2 353 1,2
Linforna No-Hodgkin 2,5 597 2,0
Encéfalo SNC 2,2 593 2,0
Vesicula 1,6 755 2,5
Ovario 0,0 1.228 41
Cuerpo de utero 0,0 824 2,7
Laringe 2,2 100 0,3
Mal definidos : 6,3 2.147 71 4177
Otros . 10,9 2.705 8,9 6.229
Total . 100,0 30.225 100,0 62.618

Fuente: elaborado por el SIVER-Ca en base a los registros de mortalidad de la DEIS, Ministerio de Salud y Desarrollo Social de la Nacién.
Instituto Nacional del Cancer (INC), Argentina 2019.




IMDC

Variables a analizar:

* <1 ano desde el momento del diagnostico hasta la terapia sistémica

* Estado funcional de Karnofski <80%

* Hemoglobina <limite inferior de lo normal (generalmente ~ 120 g/ Lo 12 g/ dL)
* Calcio corregido > limite superior de lo normal (generalmente ~ 8.5-10.2 mg / dL)
 Neutrofilos> limite superior de lo normal (generalmente ~ 2.0-7.0 x 10° / L)

* Plaquetas> limite superior de lo normal (generalmente ~ 150 000-400 000 células / pL)



DATOS Y CIFRAS

Interpretacion:

Puntuacion de riesgo de IMDC Grupo de riesgo Supervivencia mediana

Favorable 43,2 meses
Intermedio 22,5 meses

Pobre 7,8 meses




Tratamiento de CCR avanzado en primera

linea

rf

NS

Standard:
Sunitinib [1, A]
Pazopanib [1, A]
Bevacizumab + IFN [I, A]
Tivozanib [Il, A; MCBS 1)°

Option:
High-dose IL2 [, B]
Bevacizumab + low-dose
IFN [N, B]

Intermediate risk

AL

Standard:
Nivolumab + ipilimumab [I, A; MCBS 3}*

Option:
Cabozantinib [ll, A; MCBS 3]°
Sunitinib [I, B]
Pazopanib, [1, B]
Tivozanib [Il, B; MCBS 1)*
Bevacizumab + IFN [ll, C]

N

Standard:
Nivolumab + ipilimumab [I, A; MCBS 3}°

Option:
Cabozantinib [Il, B; MCBS 3)°
Sunitinib [Iil, C]
Pazopanib, [lI, C]
Temsirolimus {1, C]

S
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Cabozantinib versus sunitinib como terapia dirigida inicial para pacientes , . e
con carcinoma de células renales metastasico de riesgo bajo o intermedio: Nivolumab plus Iplllmumab versus Sunitinib in Advanced
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Michagl J. Maorris
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Pembrolizumab plus Axitinib versus Avelumab plus Axitinib versus Sunitinib for Advanced
Sunitinib for Advanced Renal-Cell Carcinoma Renal-Cell Carcinoma
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Nivolumab plus cabozantinib versus sunitinib in
first-line treatment for advanced renal cell
carcinoma: first results from the randomized
phase 3 CheckMate 9ER trial
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* Ensayo fase tres
e Multicéntrico ( 134 centros)

e Aleatorizado



Criterios de inclusion

* Mayores de 18 afios

* Confirmacién histologica de CCR, con componente de células claras, y se permitié con
componente sarcomatoiode.

e Cualquier grupo de riesgo de IMDC
* CCR avanzado ( no apto para cirugia curativa o radioterapia) o metastasico ( estadio IV)
e Sin tratamiento sistémico previo para el CCR excepto

*Terapia adyuvante o neoadyuvante previa para el CCR completamente resecables, si
dicha terapia no incluia un agente que se dirija a los receptores VEGF y si la recurrencia
ocurrio al menos 6 meses de la ultima dosis de la terapia adyuvante o neoadyuvante



Criterios de exclusion

* Que no presente metastasis activa del SNC
 Enfermedad autoinmune activa, conocida o sospechada

* Pacientes que requieran tratamiento sistémico con corticosteroides (>
10 mg diarios de equivalente de prednisona) u otros medicamentos
inmunosupresores dentro de los 14 dias previos a la aleatorizacion

* Participantes que hayan recibido una vacuna viva / atenuada dentro
de los 30 dias posteriores al primer tratamiento



Diseno

* Participaron 651 pacientes fueron aleatorizados en una
proporcion de 1:1 de los cuales 323 recibieron el doblete
(Nivolumab 240mg IV + Cabozantinib 4o0mg VO ) y 328
monoterapia (Sunitib 50mg) en 4 semanas, y 2 Ciclos de semana
libre.

* Los primeros resultados se basaron en una mediana de
seguimiento de 18,1 meses (rango 10,6 - 30,6 meses)



CheckMate 9ER: Study design

Stratification factors:
«IMDC risk score

*Tumor PD-L1 expression?
*Geographic region

N =651

i i itarial,2
Key inclusion criteria NIVO 240 mg IV Q2W
Previously untreated advanced or + CABO 40 mg PO QD Troat untll RECIST vi. 1-

metastatic RCC defined progression or

unacceptable toxicity®

Clear cell component ‘ SUN 50 mg PO QD,

cycle of 4 weeks on/
Any IMDC risk group : 2 weeks off

Median study follow-up, 18.1 months (range, 10.6-30.6 months) Primary endpoint: PFS
Secondary endpoints: 0S, ORR, and safety

2Defined as the percent of positive tumor cell membrane staining in a2 minimum of 100 evaluable tumor cells per validated Dake PD-L1 immunohistochemistry 28-8 pharmDx assay.

ENIVO dosing may not exceed a total of 2 years (from cycle 1); CABO and SUM treatment may continue beyond 2 years in the absence of progression or unacceptable toxicity.

Patients may be treated beyond progression.

IMDC, International Metastatic Renal Cell Carcinoma Database Consortium; IV, intravenously; ORR, objective response rate; PD-L1, programmed death ligand 1; PFS, progression-free
survival; PO, orally; Q2W, every 2 weeks; QD, once daily; RECIST, Response Evaluation Criteria in Solid Tumors.

1. Clinicaltrials.gov/ct2 fshow/NCT03141177. Accessed June 8, 2020; 2. Choueiri TK et al. Poster presented at the American Society of Clinical Oncology Annual Meeting 2018. TP54598. 4




Objetivo primario

* Supervivencia libre de progresion

Definida como el tiempo desde la aleatorizacion hasta la
evidencia de metastasis a distancia por imagenes o la muerte por

cualquier causa



Objetivo secundario

1.Sobrevida global (SG)
2.Tasa de respuesta objetiva (ORR)

3. Seguridad



Study endpoints and statistical analyses

Primary endpoint: PFS per BICR using RECIST v1.1
Secondary endpoints: OS, ORR per BICR using RECIST v1.1, and safety

Exploratory endpoints included HRQoL and efficacy in prespecified subgroups?

Statistical analyses
» Overall alpha for the study is 0.05 (2-sided); a hierarchical testing procedure was used

r B r ) r

0.05 for OS
0.05 for PF5 . 0.011 at first interim . 0.05 for ORR

Single final analysis 0.025 at second interim Single final analysis
0.041 at final

e

» All data reported are based on a database lock of March 30, 2020

sncluding region, IMDC risk group, tumor PD-L1 status, age, sex, Karnofsky performance status, presence of bone metastases, and previous nephrectomy.
BICR, blinded independent central review; HRQoL, health-related quality of life.




Select baseline demographic and disease characteristics

NIVO+CABO (n = 323) SUN (n = 328)

Median age (range), year 62 (29-90) 61 (28-86)
Male, % 77 71

IMDC prognostic score, %
Favorable (0) 23 22
Intermediate (1-2) 58 57
Poor (3-6) 19 21

Tumor PD-L1 expression, %

>1% 26 25
<1% or indeterminate 74 75

Region, %
US/Europe 49 49
Rest of the world 51 51

MNo. of sites with target/non-target lesions, %

20 21
2 80 78

Most common sites of metastasis, %
Lung 74 76
Lymph node 40 40
Bone 24 22
Liver 23 16

IMDC risk, PD-L1 status, and reglon (stratification factors) were recorded at screening using interactive response technology among all randomized patients.




Supervivencia libre de progresion

* El estudio cumplio con el objetivo principal, se observo una
duplicacion de la supervivencia libre de progresion, con una
mediana de 16, 6 meses para el nivo + cabo versus 8,3 meses de

sunitib

* El mismo fue estadisticamente significativo con una p <0,0001

HR: 0,51 y una p estadistocamente significativa

Yy @0 9



Supervivencia libre de progresion

Progression-free survival per BICR
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No. at risk
NIVO+CABO 323 279
SUN 328 228

Minimum study follow-up, 10.6 months.

12 15
Months

144 77
79 31

Median PFS, months (95% Cl)
NIVO+CABO 16.6 (12.5-24.9)
SUN 8.3 (7.0-9.7)

HR, 0.51 (95% Cl, 0.41-0.64)
P < 0.0001




CheckMate SE

Progression-free survival per BICR in subgroups

Subgroup MIVO+CABO SUM HR for progression or death (95% Cl)
Events/no. of patients

Overall 144/323 191/328 —— - 0.51 (0.41-0.64)
Region '

US/Europe 61/158 85/161 —— . 0.46 (0.33-0.64)

Rest of world B83/165 106/167 —— 0.57 (0.42-0.76)
IMDC prognostic risk |

Favorable 30/74 35/72 —_—— 0.62 (0.38-1.01)

Intermediate 82/188 108/188 —— 0.54 (0.40-0.72)

Poor 31/61 48/68 —_—— | 0.37 (0.23-0.58)
PD-L1 expression .

z1% 42/83 54/83 —_— 0.49 (0,32-0.73)

< 1% or indeterminate 102/240 137/245 —— ! 0.52 (0.40-0.67)
Age '

< 65 years 84/191 131/210 —— ! 0.44 (0,33-0.58)

z 65 years 60/132 60/118 —— 0.68 (0.48-0.98)
Sex !

Male 108/249 136/232 —— ! 0.48 (0.37-0.62)

Female 36/74 55/96 —_—— 0.61 (0.40-0.94)
Karnofsky performance status !

90-100 109/257 129/241 —— ! 0.55 (0.43-0.71)

= 80 35/66 62/85 —_— ! 0.44 (0,29-0.68)
Bone metastases '

Yes 33/78 45/72 —_—— ' 0.34 (0,22-0.55)

No 111/245 146/156 —— ! 0.57 (0.44-0.73)
Previous nephrectomy !

Yes 90/222 136/233 —— [ 0.46 (0,35-0.60)

No 54/101 55/95 —— 0.63 (0.43-0.92)

r T 1 1 1 | T | | T 1
0.125 0.25 0.5 1 2 -

NIVO+CABO better 4—— SUN better 8



Sobrevida global

* Presenta un beneficio con HR( 0,60) para el doblete, pero
todavia no alcanzo la mediana propuesta por el trabajo, con una

p significativa.



Overall survival

Median 0S, months (95% Cl)
NIVO+CABO NR (NE)
SUN NR (22.6-NE)

HR, 0.60 (98.89% Cl, 0.40-0.89)
P =0.0010
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0 3 6 12 5
No. at risk Months
NIVO+CABO 323 308 295 259 184
SUN 328 296 273 223 154

Minimum study follow-up, 10.6 months.
ME, mot estimable; MR, not reached.




Overall survival in subgroups

Subgroup NIVO+CABO SUN HR for death (95% Cl)

Events/no. of patients

Overall 67/323 99/328 —
Region !
US/Europe 16/158 45/161 —_—
Rest of world 41/165 54/167 —
IMDC prognostic risk !
Favorable 10474 11772 *— 0.84 (0.35-1.97)
Intermediate 40/188 517188 —_— 0.70 (0.46-1.07)
Poor 17761 i7re8 —_—— 0.37 (0.21-0.66)
PD-L1 expression
z 1% 2B/83 30/83 _— 0.80 (0.48-1.34)
A < 1% or indeterminate 39/240 69/245 —— 0.51 (0.34-0.75)
ge
< 65 years 31191 66/210 — 0.44 (0.29-0.67)
z 65 years 36/132 33/118 —_— 0.90 (0.56-1.44)
Sex !
Male 477249 66/232 —— 0.59 (0.40-0.85)
i

0.60 (0.44-0.82)

0.48 (0.30-0.79)
0.71 (0.48-1.07)

Female 20074 33/96 —_— 0.68 (0.39-1.18)

Karnofsky performance status |
90-100 45/257 56/241 — 0.69 (0.47-1.03)
= B0 22/66 43/85 —_—— 0.52 (0.31-0.86)

Bone metastases
Yeg 24/78 33/72 P —
Mo 43/245 66/256 —
Previous nephrectomy
Yes 36/222 66/233 —_— 0.49 (0.33-0.74)
Mo 310 33/95 ——— 0.79 (0.48-1.29)

0.54 (0.32-0.92)
0.61 (0.41-0.89)

I I I T I II | T I 1
0.125 025 05 1 2 4

NIVO+CABO better 4——————» SUN better




Tasa de respuesta objetiva

e La combinacién nivo + cabo mostro una ORR del doble un 55,7 %
frente a un 27,1 % con una p estadisticamente significativa.

* Las tasas de respuesta completa se duplicaron un 8% para la
combinacioén de nivolumab mas cabozantinib frente a un 4,6 %
de Sunitinb.

* Presento disminucién de las lesiones target a favor de la
combinacion



Objective response and best overall response per BICR

P < 0.0001

A 28.6% (21.7-35.6) : NIVO+CABO
I (n =323)

|
55.7% CRHEMN Complete response 8.0 4.6
(50.1-61.2) PR Partial response 47.7 22.6
Stable disease 32.2 42 .1

_ Progressive disease 5.6 13.7

27.1% Not evaluable/not assessed? 6.5 17.1

(22.4-32.3) Median time to response 2.8 4.2
D (range), months? (1.0-19.4) (1.7-12.3)

Median duration of response 20.2 11.5
(95% Cl), months® (17.3-NE) (8.3-18.4)
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NIVO+CABO SUN

ORR favored NIVO+CABO over SUN across subgroups including by IMDC risk status, tumor PD-L1
expression (= 1% vs < 1%), and bone metastases

BICR-assessed ORR and BOR by RECIST w1.1.
dincludes patients who were never treated, those who discontinued/died before disease assessment, those without measurable disease at baseline per BICR, or other reason not

reported/specified; tMedian time to and duration of response were calculated far patients whao had a complete or partial response (n = 180 with MIVO+CABO, n = 89 patients with SUM). 11




Best reduction from baseline in sum of diameter of target lesions per BICR

100 ~
75 4
50 +
25 +

0

95% of evaluable patients had any reduction

70% of evaluable patients had =30% reduction

25 4
-50 4
-75 4

Best reduction from
baseline intarget lesions (%)

NIVO+CABO, n = 284

75 5
50 +
25 4

85% of evaluable patients had any reduction

42% of evaluable patients had =30% reduction
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SUN, n = 259

-100 4

Patients

Patients with target lesion at baseline and at least 1 on-treatment tumor assessment are included. Best reduction is maximum reduction in sum of diameters of target lesions.
Dashed reference line indicates the 30% reduction consistent with a RECIST v1.1 response. Teal and gold bars represent confirmed responders per BICR assessment.




Seguridad

NIVO+CABO, n = 320

Events, % Grade z 3
All-cause AEs

Treatment-related AEs

Diarrhea 43 Grade 1-2
Hand-foot syndrome 38 40
Hypertension 30 Grade 23 ..
Hypothyroidism 33
Fatigue 27
Mausea 721
Mucosal inflammation 19
Dysgeusia 22
Stomatitis
Decreased appetite 20
AST increased 23
ALT increased 25

60 50 40 30 20 10 20 30 40 50 60

Nncludes events that occurred on therapy or within 30 days after the end of the treatment period of all treated patients. Treatment-related deaths per investigator: NIVO+CABO n = 1
{small intestine perforation), SUN n = 2 (pneumonia, respiratory distress); "Total bar represents treatment-related AEs of any grade = 20% in either treatment arm; of these events,
nome were grade 5. 15
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Immune-mediated AEs in patients treated with NIVO+CABO

NIVO+CABO (n = 320)
Preferred term, %2
Any grade Grade = 3

[
n

Hypothyroidism
Hyperthyroidism
Rash

Diarrhea
Hepatotoxicity

Pneumonitis
Increased ALT
Adrenal insufficiency

|
< 1
< 1

Maculo-papular rash

Increased AST
Hepatitis

= ) | [ [ b | B O | D

Overall, 19% of 320 treated patients received corticosteroids® to manage any-grade immune-mediated AEs; 10% and 4% of
patients received corticosteroids® continuously for = 14 days and = 30 days, respectively.
Alncludes AEs of any grade occurring in = 1% of patients considered by investigators to be potentially immune-mediated that met the following criteria: occurred within 100 days of the

last dose, regardless of causality, treated with immune-modulating medication with no clear alternate etiology, or had an immune-mediated component.
EGreater than or equal to 40 mg of prednisone daily or equivalent. 16




Calidad de vida

Health-related quality of life

L5 mean (95% Cl)

FKSI-19: Total Score

Improvement
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T Deterioration

Deterioratid

LS mean (95% CI)
change from baseline score

0 7 13 19 25 31 43 49 55 61 73 79 85 0 7 13 19 25 31 37 43 49 55 61 67 73 79 85
Week Week

Mo, at risk MNo. at risk
NIVO+CABQ 299 261 246 242 278 217 199 191 173 153 147 174 HIVO=CABO 299 260 246 242 228 217 199 191 173 153 147 124 90 67 53

SUM

310 262 226 201 179 163 152 142 116 110 &7 &7 49 34 3 SUM 310 262 226 201 178 163 152 142 116 110 BF 67 49 34 25

*Between -arm difference was statistically significant at this timepoint (P < 0.05).

Change from baseline was assessed using descriptive statistics and a mixed-model repeated measures analysis, which controlled for treatment arm, time point, baseline patient-
reported outcomes score, IMDC prognostic score, PD-L1 tumor expression, and region. Mo. at risk denotes intention-to-treat patients with baseline plus at least 1 post-baselime HRQolL
assessment with non-missing patient-reported outcome data. Time 0 indicates baseline.

FKSI-19, Functional Assessment of Cancer Therapy Kidney Symptom Index-19; LS, least sguare.



Conclusiones

* El estudio CheckMate 9ER alcanzé todos los objetivos de eficacia y

demostro una superioridad del tratamiento en primera linea con
NIVO+CABO frente a SUN en:

e SLP: riesgo de progresion o muerte |49%
* SG: riesgo de muerte|40% -
* TRO: absoluto 129%

* NIVO+CABO mostro beneficios de manera consistente en SLP, SG, y

TRO frente a SUN en todos los subgrupos, incluyendo grupo de riesgo

segiin IMDC, expresién tumoral de PD-L1y mﬁm



e La combinacién de NIVO+CABO en general fue bien tolerada, con una baja

tasa de discontinuacion relacionada con el tratamiento
 Los pacientes tuvieron mejor calidad de vida con NIVO+CABO frente a SUN

* Como conclusion final estos resultados apoyan el uso de NIVO+CABO como

potencial alternativa de tratamiento en primera linea de pacientes con CCRa
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