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Aflibercepten el estudio VELOURIcacia en sus 3 objetivos primarios
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Aflibercapt 612 403 an 148 s 33 Time (months)
Mo. at risk
Survival probability (%)
Placebo 781 503 309 187 120 Placzbo §14 355 171 M4 48 4 9
Aflibarcegt 21.9 55.1 3E5 B0 223 Afiibercapt 612 420 247 99 43 17 7

. PLACEBO+FOLFIRI Aflibercept+FOLFIRI
Poblaciérevaluable, %
N =530 N =531

TasaRespuest&lobal
(CR or PR) 11.1 19.8
95% IC 8.5t013.8 16.4 t0 23.2

p< 0.001*
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“Tratamiento médico del cdncer en el aito 2020”

¢,Qué ofrece la RWé&N comparacion con los ensayos clinicasadomizado®

Ensayos clinicomndomizados RWE
Recogida de datos prospectiva Recogidale datos prospectiva o retrospectiva
Poblacion elegible mas seleccionada y limitada Representatividade la poblaciéon mas amplia
Buena adherencia y cumplimientie los pacientes Adherencia y cumplimientde la practica clinica real

Importantepara demostrar eficacia y seguridad para el registro; Demuestra los beneficios de un farmaco en la pract|ca

un farmaco clinica real
Utilidad limitada para investigar costes Idealpara mostrar el valor a nivel local de la econoniia
de la salud

Complementa resultados EC
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Safety and Effectiveness of Aflibercept+FOLFIRI for the treatment os
Simeosio e Revisionts iy Cancer P atients with Metastatic CRC in Current Clinical Practice: OZONE Study

“Tratamiento médico del cancer en el aiio 2021”

A Estudio prospectivo, multicéntrico, observacional cuyo objetivo es evaluar la seguridad y eficacia de FOLFIR+ Aflibercept en practica clinica,
con foco en subpoblaciones de la practica clinica real incluyendo paciente anciano y paciente con insuficiencia renal o hepatica.

ECOG 0-1

x Objetivo: evaluar la seguridad y efectividad

de Aflibercept en la practica clinica diaria. X Los pacientes fueron agrupados en funcion de:

VEDAD:< 65 o O 65
x Subpoblaciones de pacientes incluidas :

! VPresencia o no de INSUFICIENCIA RENAL:
QA”C”’_‘”_OS _ V Aclaramiento creatinina (CrCL) 6G:80ml/min
Insuficiencigyigial VPresencia o no de INSUFICIENCIA HEPATICA:
Alnsuficiencia hepatica O
) : ‘ V Bilirubina Total > UNL
ANe° y tipo de terapia previa.

VAST y ALT >1,5 UNL
V NC° lineas previas recibidas: 0-1vs >1
V Tratamiento previo con bevacizumab: Sivs NO

x Objetivos:
\/ Primario: Seguridad
V Secundarios: Efectividad
ASG
ASLP

I 8 C 12 febre ro Chau ICancergBase). 2020 Mar 11;12(3):657.
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Simeosio e Revisionts iy Cancer P atients with Metastatic CRC in Current Clinical Practice: OZONE Study

“Tratamiento médico del cancer en el afio 2021

Table 1. OZONE patient demographics

Aflibercept/FOLFIRI (N = 766)

Median age, years (range) 64 (26-B8)

Age = 65 years, % 483
miox o x POBLACION:

017273 49.6/45.2/48/0.4 A N= 766 pts
Race, % N=762

CIaL;asiathite 911]33

Bla . . ~

Asan Orrta 24 A Mediana de edad: 64 afios

er .

Renal impairment,® % N=738

Yas 350 0 2 ~
Henatic mpalrment® % e A48. % pacientes O 65 afos

Yes 1956
» 1 prior line of anti-cancer therapy, % 55.2 . .. .
Received prior bevacizumab, % 586 A 35% de pacientes con Insuficiencia Renal
Locaﬂclan of primary tumor, %

Colon 735

el oy A 19.6% de pacientes con Insuficiencia Hepatica
Maetastases site(s), %

Liver 675 .

Ling e e A 51.5% pacientes KRAS mutado

Peritoneum 213

Other 210
KRAS status, % N=765 A 2.7% pacientes BRAF mutado

ype 353

Mutated 515

Unknown e Rl .
mﬁ““““‘@d 22 A 58.6% habia recibido bevacizumab

status, %

Wild typa 225

Mutated 27

Unknown 16.7

Mot done 58.1

I 8 C 12 febrero Chau ICancer§Base). 2020 Mar 11;12(3):657.
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Simeosio e Revisionts iy Cancer P atients with Metastatic CRC in Current Clinical Practice: OZONE Study

“Tratamiento médico del cancer en el afio 2021

Table 4. ORR and PFS multivariate analyses for subgroups of interest
Table 2. OZONE study treatment exposure Y group
tib Aflibercept/FOLFIRI (N = 766)
Aflibercept/FOLFIRI (N = 766) ORR. % PFS, months
Median duration of treatment, weeks (range) 16.4(2-108) overall 163 6.1
Median number of treatment cycles, n (range) 7(1-46) Age s 1932 as
Alibercept 6(1-44) 265 years 15 56
Irinotecan 6(0-46) OR/HR? (95% C1) 1.84(1.21-2.81) 0.87 (0.74-1.03)
5HU 6(0-45) Renal impairment
Median relative dose intensity, % Le; }3;;“ ‘;’;3
Aflibercept 790 OR/HR? (95% CT) 1.52 (0.99-2.33) 0.96 (0.81-1.14)
Irinotecan 814 Hepatic impairment
5-FU 829 Yes 10.9 44
T Mo 17.00 632
Atleast one dose modification, % OR/HR (95% C1) 0.562 (0.33-1.17) 1.42 (1.16-1.75)
Aﬂlbmept 362 Prior anti-cancer therapy
Irinotecan 513 > 1 line 144 58
5-FU 67.0 0-1 line 162 6.3
. ! OR/HR? (95% CI) 1.00 (0.66-1.52) 1.10 (0.93-1.30)
> fuorouraci Prior bevacizumab therapy
Yas 115 5.2
Mo 206 75
OR/HR (95% CI) 0.51(0.34-0.78) 1.59(1.22-1.88)
- * DR for ORR, HR for PFS.
X EX POS I C I O N A L T RATA M I E N TO : Cl, confidence interval; HR, hazard ratio; OR, odds ratio; ORR, overall response rate, PFS, progression-free survival.

A Mediana de duracioén del tratamiento 16.4 semanas A e C CRUBOSE

A Mediana de ciclos 7 (similar a VELOUR) E.n el an_aI|S|§ m.u.lt|va.1r|ante No se observaron
diferencias significativas entre los subgrupos por:

A 32.6% una modificacion de la dosis de Aflibercept
A Edad

A Presencia de insuficiencia renal vs no

A Ne lineas previas

Pacientes con funcién hepatica alterada
menos OS (8.7vs 13.7ms )y PFS (4.4 vs 6.3 ms)

I 8 C 12 febrero Chau ICancergBase). 2020 Mar 11;12(3):657.
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A POBLACION ITT

A INSUFICIENCIA RENAL

A N° LINEA DE PREVIAS
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Figure 1. OS5 A) for the overall treated population; B) according to age (< 65/= 65 years); €) according to renal impairment (yes/no); D) according to hepatic impairment [yes.u’no);‘

E) according to prior anti-cancer therapy (0-1/>1 lines); F) according to prior use of bevacizumab (yes/no)
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Patients with Metastatic CRC in Current Clinical Practice:

Safety and Effectiveness of Aflibercept+FOLFIRI for the treatment os

Table 3. Summary of TEAEs: Grade > 3 TEAES reported in = 5% of patients in = 1 subgroup and associated all-grade TEAEs

Aflibercept/FOLFIRI (N = 766)

Age Renal impairment Hepatic impairment Prior anti-cancer therapy Prior bevacizumab
. . . No hepatic Hepatic 0-1 prior anti- > 1 prior anti- No prior Prior
Ag?:_t’:;gyﬁ(;ars Ag?na_G;T);Jelars e :nsf :;IlJmm 2 5|:—_8;|1n;I)Jmm C(I|;§u4|;1é{mln impairment impairment cancer therapy cancer therapies bevacizumah bevacizumah
- - . - - (n=528) (n=129) (n=343) (n=423) n=317) (n=449)
All Al Al Al All All Al All All All All
Grade Grade Grade Grade Grade Grade Grade Grade Grade Grade Grade
grade, grade, grade, grade, grade, grade, grade, grade, grade, grade, grade,
% 23,% % 23,% % 23,% % 23,% % 23,% % 23, % % 23,% % 23,% % 23,% % 23,% % 23,%
Overall 982 672 984 69.5 100.0 16.7 977 674 983 67.7 | | 98.1 66.3 984 75.2 983 66.5 983 69.7 994 700 976 67.0
Abdominal pain 253 5.6 178 19 93 23 209 19 227 48 214 42 24 47 2.2 50 203 28 215 28 218 45
Asthenia 359 6.6 435 19 395 140 4213 10.2 390 79 434 9.8 EXN 9.3 399 82 302 929 432 a1 70 a1
Diarrhea 545 8.1 581 11 512 11.6 60.0 84 548 9.6 57.2 9.7 481 109 539 70 58.2 116 606 98 53.2 94
Hypertension 303 114 265 89 11.6 0 284 1.2 304 11.0 292 10 233 109 286 105 284 99 363 148 229 6.9
Neutropenia 260 16.2 232 141 233 140 24 13.0 263 16.0 237 136 256 155 268 16.0 229 144 271 170 29 138
Proteinuria 106 20 130 3.5 1.6 70 135 28 15 25 131 27 70 16 143 26 97 28 139 25 102 29
Stomatitis 369 48 389 57 465 70 312 60 31 44 386 49 333 3] 394 58 366 47 394 44 36.7 58

CrCl, creatinine clearance; TEAE, treatment-emergent adverse event.

I 8 ¢ 12 febrero

1. Chau ICancergBase). 2020 Mar 11;12(3):657.

2. Van Cutsem et al J Clin Oncol 2012, 30: 3599

OZONE Study



ST Safety and Effectiveness of Aflibercept+FOLFIRI for the treatment os
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Table 3. Summary of TEAEs: Grade > 3 TEAES reported in = 5% of patients in = 1 subgroup and associated all-grade TEAEs
Aflibercept/FOLFIRI (N = 766)

Age Renal impairment Hepatic impairment Prior anti-cancer therapy Prior bevacizumab
. . . No hepatic Hepatic 0-1 prior anti- > 1 prior anti- No prior Prior
Ag?:_t’:;gyﬁe;ars Ag?nz_ﬁg%e)ars Ll fnsf ::;Ii" L LI 5[:__821'2'}"""" till;lioﬁé.:mln impairment impairment cancer therapy cancer therapies bevacizumab bevacizumab
- - - - - (n=528) (n=129) (n=343) (n=423) n=317) (n=449)
Al Al All All All Al All Al All Al Al
Grade Grade Grade Grade Grade Grade Grade Grade Grade Grade Grade
grade, grade, grade, grade, grade, grade, grade, grade, grade, grade, grade,
% 23, % % 23,% % 23,% % 23,% % 23,% % 23,% % 23,% % 23,% % 23,% % 23,% % 23,%
Overall 982 672 984 69.5 100.0 76.7 97.7 67.4 983 67.7 | | 98.1 663 984 752 983 66.5 983 69.7 994 700 976 67.0
Abdominal pain 253 56 17.8 19 93 23 209 19 227 48 214 42 24 47 225! 50 213 28 215 28 21.8 45
Asthenia 359 6.6 433 19 395 140 423 102 390 79 434 28 34 93 399 82 30.2 929 432 9.1 370 9.1
Diarrhea 545 8.1 581 11 512 11.6 60.0 84 548 96 572 9.7 48.1 109 539 70 582 11.6 606 98 53.2 94
Hypertension 303 14 26.5 89 11.6 0 284 1.2 304 11.0 292 10 PEE] 109 286 10.5 284 929 363 148 229 6.9
Neutropenia 260 16.2 232 141 233 140 204 13.0 263 16.0 237 136 256 153 268 16.0 229 144 27 17.0 229 138
Proteinuria 106 20 130 35 11.6 70 135 28 15 25 131 27 10 16 143 26 97 28 139 25 10.2 29
Stomatitis 369 48 389 47 46.5 70 372 6.0 371 44 386 49 333 31 304 58 366 47 394 44 36.7 58

CrCl, creatinine clearance; TEAE, treatment-emergent adverse event.

x SEGURIDAD: Analisis de subgrupos

Similares datos de seguridad que en el estudio,VELOUR2 (toxicidad G3-4 83.5% en estudio VELOUR y
68.3% en estudio OZONE), con una POBLACION NO SELECCIONADA (con mayor mediana de edad y
con la inclusién de pacientes con insuficiencia renal y hepatica que estaban excluidos del estudio de
registro).

1. Chau ICancergBase). 2020 Mar 11;12(3):657.

I 8 C 12 febre ro 2. Van Cutsem et al J Clin Oncol 2012, 30: 3599



Safety and Effectiveness of Aflibercept+FOLFIRI for the treatment os Patients with
Metastatic CRC in Current Clinical Practice: OZONE Study

x CONCLUSIONES:
A Estudio OZONE, mas ancianos y con comorbilidades

A Seguridad: no hay diferencias en el perfil de seguridad en funcién de la edad, Insuficiencia renal o hepatica, nimero de lineas o
tratamiento con bevacizumab previo

A Precaucion dado bajo nimero (n: 43 con CrCl < 50 mL/min; n:129 con alteracion hepatica)

A Eficacia: similar con independencia de la edad, nimero de lineas y funcién renal

I 8 C 12 febre ro Chau ICancergBase). 2020 Mar 11;12(3):657.
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Journal of Geriatric Oncology

Observed benefit and safety of aflibercept in elderly patients with
metastatic colorectal cancer: An age-based analysis from the randomized
placebo-controlled phase Il VELOUR trial

4. Discussion

This analysis demonstrated, albeit in a selected clinical trial patient
population, that the previously demonstrated benefit assodated with
the addition of aflibercept to FOLFIRI on both median OS and PFS com-
pared with placebo plus FOLFIRI was retained in VELOUR study patients
who were aged =65 years, 84% of whom were aged between 65 and
74 years and 97% of whom had an ECOG PS of 0 or 1. The difference in
the median OS time of 1.3 months (12.6 versus 11.3 months) between
treatment arms in this older age group was similar to the 2.0 months
(14.5 versus 12.5 months) seen in the <65 years patient age group. Al-
though modest, this benefit was sustained for up to 30 months as previ-
ously described for the ITT population [27]. For PFS, the difference in the
median time of 2.2 months was also similar to the 2,0-month difference
reported for the <65 years of age population (Table 2) [23]. These
efficacy benefits were apparent despite the fact that approximately
27% of patients in the aflibercept treatment armof the older patient sub-
group had received prior bevacizumab therapy.

This analysis also suggests a benefit from a switch not only to a new
chemotherapy combination but also to a new antiangiogenic therapy, as
reported previously [25], including those pretreated patients aged
=65 years who had received prior bevacizumab therapy. Overall, the in-
cidence of grade 3/4 treatment-emergent AEs was comparable for those
patients aged <65 years and those aged 265 years. Grade 3/4 AEs how-

I 8 ¢ 12 febrero RuffP, BeriatrOncol 2018 Jan;9(1):329.

o
o
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o
o
S
S
o
o

>| Similar benefit between ITT VELOURstudy and VELOURstudy patients J65 years I

Differencein medianSG=1,3m (12,6mvs11,3m)in x5
yearsand 2 m (14,5m vs12,5m) in <65years

Differencein medianPF& 2,2 min ¥p5yearsand 2,0 m
in <65years

The incidence of grade 3/4 adverse effects was
comparablebetween patients <65 yearsand patients x5
years

18



Eficacia y seguridad de FOLFIRI Aflibercept (FA) en poblacion anciana con cancer
colorrectal metastasico (CCRm) tras progresion a un régimen basado en oxaliplatino.

Autores: M. Martinez Lago?, M. Carmona Campos?, P. Gonzalez Villarroel®, M. Salgado Fernandez®, ). De la Camara Gomez=s,
C. Roemero Reinoso®, A. Cousillas Castifieiras?, ¥. Vidal Insua®, ).C. Mendez Mendez?.

GITuD

Flllaclén: “Complexo Hospitalario Universitaro de A Corufia, THospital Unversitario Lucus August, 23Hospital Universitario Alvaro Cungueino, Vigo,
4Complexo Hospitalario Universitario Ourense, SComplexo Hospitalaro Universitaro de Fermol, SPOVISA, Vigo, Spain, "Complexo Hospitalario
Uniiversitario de Pontevedra, SComplexs Hospitalano Universitar jcia, A Corufa.

Canacteristicas o Neutropenia I6(48.0%) 25 (333%)  11(14.7%)
Mediana (Rango) 72 afios (70-84 afios) H{“m i mﬂ] S{Em
Trombopen la 24(32.0%) 20 (267%)  4(5.3%)
Hombre 49 (6533%) Mawuseasfuimitos 27 (36.0%) 26 [34.7%) 1(L.3%)
il e Diarrea 36 (48.0%) 25 (333%) 11(14.7%)
Mucositis 37(49.3%) 30 (400%) 7 (9.3%)
Astenila 54 (720%) 38 (50.7%) 16 (21.3%)
e — : Hipertendén 19(25.3%) 15 (200%)  4(5.3%)
" Colonderecho 27 (36.0%) Protednuia 12 (16.0%) 10 [133%) 2(2.7%)
Colon izqulerdo 31 (413%) DuksFimil 16 [21. 12 i
ghaarn o i | ETEV : nﬁ.;m Eﬁl {ﬂf
D B . x EFICACIA |
e 57 (76.0%)
grado 8 (10.73%)
e B AN:75, edad mediana 72 afios
 RAS/BRAFwt 26 (34.7%)
KRAS/NRASM 2
BRAn/nt t 471((12‘7’:‘;) A TR: RP 34.8% H
Desconocido 1({1.4%) 80% 32(42.7)
Sincrénico 51 (68.0%) =
F~—— e, A SLP m 6.6 ms S S
' . : - o 2 mg/kg 3{4.0)
= s 7% A SGmM 15.1 ms :
Metastasectomia
No 43 (573%)

Nivel -1 32 (42.7)
Nivel -2 7(9.3)

; 49 (65.3)
12 (16.0)
14 (18.7)

I 8 ¢ 12 febrero
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Eficacia y seguridad de FOLFIRI Aflibercept (FA) en poblacion anciana con cancer
colorrectal metastasico (CCRm) tras progresion a un régimen basado en oxaliplatino.

Autores: M. Martinez Lago?, M. Carmona Campos?, P. Gonzalez Villarroel®, M. Salgado Fernandez®, ). De la Camara Gomez=s,
C. Roemero Reinoso®, A. Cousillas Castifieiras?, ¥. Vidal Insua®, ).C. Mendez Mendez?.

Flllaclén: “Complexo Hospitalario Universitaro de A Corufia, THospital Unversitario Lucus August, 23Hospital Universitario Alvaro Cungueino, Vigo,
4Complexo Hospitalario Universitario Ourense, SComplexo Hospitalaro Universitaro de Fermol, SPOVISA, Vigo, Spain, "Complexo Hospitalario

Uniiversitario de Pontevedra, SComplexs Hospitalano Universitar jcia, A Corufa.
Caracteristicas N(%6) Y \\_\
 Mediana (Rango) 72 afios (70-84 afios) % L"_‘—*—_\_

Hombre 49 (653%)

" Colonderecho 27 (36.0%)

Colon izquierdo 31 (413%)
Recto 15 (20.0%) - ’
=5 24225 : x EFICACIA

57 (76.0%)

Alto grado 8 (10.7%) . ~

e 8 AN:75, edad mediana 72 afios
. IB 26 (34.7%)

KRAS/NRASmMt P

oA At A TR: RP 34.8%

7 o 1(1.4%)

e 51 (68.0%) .
2 24 (32.0%) A SLP m 6'6 ms

A SGm 15.1 ms

x CONCLUSION:

CON UN BUEN AJUSTE DE DOSIS SE
REPRODUCE LA MISMA EFICACIA

I 8 ¢ 12 febrero

GITuD
Neutropenia 36(48.0%) 25 (333%) 11(14.7%)
Anemia 33(44.0%) 28 (373%)  5(6.6%)
Trombopenia 24 (32.0%) 20 (267%)  4(5.3%)
Nauseas/vémitos 27 (36.0%) 26 (34.7%)  1(L3%)
Dlarrea 36(48.0%) 25 (333%) 11(14.7%)
Mucositis 37(49.3%) 30 (400%)  7(9.3%)
Astenia 54(72.0%) 3B (S07%) 16(21.3%)
Hipertensdn 19(25.3%) 15 (200%)  4(5.3%)
Proteinunia 12 (16.0%) 10 (133%)  2(2.7%)
Disfonla 16(21.3%) 12(16%)  4(5.3%)
ETEV 11 [14.7%) — —

Martinez Lago et al. SEOM 2019.p-66
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Semana

SIMROSIO.DE REVISIONES EN CANCER

“Tratamiento médico del cancer en el afio 2021

I 8 ¢ 12 febrero

x EFICACIA
AN:69 , edad mediana 75 afios
A TR: RP 24.6%, DCR 78.2%
ASLPm6.1 ms

A SGm 13.9ms

Gutierrezet al.JClinOncol38, 2020 guppl4; abstr124)



