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Innovation in biologic new
molecular entities: 1986-2014
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Figure 1| Innovation in biologic new molecular entities. a| Biologic NME approvals by the

L5 Food and Drug Administration in 1986=2014, splitinto innovation cateqories and 5-year time
perinds. b| Comparison of the innovativeness of biologic and small-malecule NMEs approved in
1986=2014. NME, new molecular entity. *The last bar is only a 4year time period.

NATURE REVIEWS 2015;14:83
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éiTenemos claro lo que es innovacion?

étodos y cada uno
eFalta de indistintamente?
innovacion *Resultados

eFalta de eMe-too

creatividad

marginales

éipuede
justificarse?

9 DE CADA 10 MEDICAMENTOS NO TIENEN
O SOLO TIENEN VENTAJAS CLINICAS MARGINALES
PARA LOS PACIE 12,3

1 Light, Warburton 2011
2 Godman, Oortwijn et al 2016
3Swabe, Paffrath 2016

32% sin beneficio adicional
Si beneficio, menos de 0,1 AVAC incremental (5 sem )
2/3 0,3 AVAC (15 sem)
150.000S/AVAC

1Chambers JD et al. Health Aff

2014;33(10):1751-60
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Annals of Oncology

43% Table 2. Study characteristics stratified by whether the study results meet ESMO-MCBS meaningful clinical benefit threshold" (n = 138)
IT!E] et Characteristic{G} Curative intent (n=31) Palliative intent (n=107)
calidad de
43% SG vida Meaningful dinical benefit® P Meaningful clinical benefit® P
Yes No Yes No
Disease site
Breast 13 57%) 10 {43%) 051 G (32%) 19 (58%:;) 0.1
MSCLC 2{67%) 1{33%) 11 (26%) 32 (74%)
al® 4/(80%) 1 (209%) 4119} 37 (B9}
Therapy”
Cytotaxic/hormonal 14 (519%) G (309 054 8 (239) 28 (78%) 097
Malecular 5 [63%) 3 {37%) 16 (229%) 55 (78%)
End paint
05 2 (100%) 0 {o3) 025 9 (19%) 38 (B1%) 047
Other 17 (5998) 12 (41%) 15 (259} 45 (759)
Sample size
H < Median® 7 (479 B{53%) o1 16 (319} 36 (59%) 006
DUdas de magnltUd "fl‘u"le?dia—m‘:i 12.{75%) 4 [25%) B{15%) 45 {85%)
11 Industry funding
d e be n efl C I O Yes 17 (63%:) 10 (37%) 052 20 (229%) 75 (78%) 052
No 2 (5086) 2 (5086) 3 (3096} 7 {7088}
Cooperative graup
- Yes 3 {37%) 5 {53%) 011 2 (18%) 9 (B2%) 072
ara i A
Assessment of Overall Survival, Quality of Life, No 16 (70%) 7 (30%) 24 (23%) T4(77%)

and Safety Benefits Associated With New Cancer Medicines

St g, M 3 . W b Wi, M P

“Defined as ESMO-MCES score of 'C' for curative intent RCTs and ESMO-MCES score or 1 or 2 for palliative intent trials.

B E
eicneon - Gl comprises bath colorectal cancer and pancreatic cancer cases.
e e e
S “Therapy was grouped as cytotaxic/hormonal (gytotoxic, hormonal or other) and molecular (artibody, small molecule inhibitar or immunogenic),
A —— “Median sample size for studies of curative and palliative intent studies in these cohorts was 1445 and 512, respectively,

oW 2005 and A7

= e — Menos de un 1/3 (43/138) de los ECAs con
i = resultados estadisticamente significativos cumplen
= el umbral de ESMO de beneficio clinico

vary waey,

s tamext pokcy.

Del Paggio JC et al. Ann Oncol 2017;28:157-62
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“La respuesta del paciente medio a la
Prnhlema terapia no es necesariamente la
respuesta del paciente que esta
siendo tratado”

Bernard, 1865

Minimo beneficio: de 23 medicamentos que mejoran la

supervivencia 11(48%) no cumplen criterio de beneficio
clinicamente significativo?!

Poblacion no representativa: ventajas marginales
aplicadas al mundo real pueden desaparecer

Variables subrogadas: pobre correlacion con la
supervivencia. Necesidad de validacion?3

1Davis C et al. BMJ 2017;359:j4530
2Kemp R, Prasad V. BMC Medicine 2017;15:134
3 Kim C, Prasad V. Mayo Clin Proc 2016;91:713-25
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Dilla T et al. Patient Prefer Adherence. 2015 Dec 18;10:1-7. c" CO, m O m a n ej a r

Table 2 Scenario |: minimum added survival that justifies an

Valor clinico

esperado ' ental of €50,000. Mean valu sed of - -
SR o o] SV o e it B e la informacion
A Participants Mean survival benefit ICER .
(month + 50) (€/QALY +5D)
e e imperfecta?
Health care policy 104422 574714269272
makers
Patients BI+43 T1520+137,127
General populaion  9.1+4.| 66,0744145,123

Abbreviations: ICER. incremental cost-efectiveness ratio; 50, standard devaationg
QALY, guality-adjusted e year.

| Evidencia basada en
variables
subrogadas

Umbral

para el + incertidumbre
pagador

Umbral
para la
sociedad

Umbral
para el
regulador

Table 3 Scenario 2: accepted additional cost for a treatment that
improves the QoL (4080 in 2 0=100 scale) twofold. Mean value
expressed by the type of partdcipants and by the calculated ICER

Participants Mean additional ICER
cost (€ + 5D) {€/QALY + SD)
Oncologists 26,000+ 18,876 65,000+47, 190
. Health i |7,040+12.016 47 £00+30,039
TerceraReunién Anual delgrupo: ! cure poly A % W

Vg ) - | | Patients 33,167:£20,589 BL9ITE5 1472

N\ i/ B0 o General population 30,200+20,652 75500451629 o TR

Grupo de Farmacia Oncoldgica de la SEFH Abbreviations: QoL quality of lifes ICER, mcremental cost-effectivensss ratio; EMATQLI!@G \ \
SO, standard devistion: QALY, gquality-adjusted life yeur. P L S y
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FO A fpprowval Route of Primary ASCO ESMOD
¥ear and Study  Cancer Disease Site Drug Drug Type PAdministration Experimental Arm Comtrol Am End Point Score Score®

2004

Furman 2014  Chromic ymphocytic leukermiz - Idelalisib Targeted agent  Oral ldetalisib plus ribcamab Rituwamab pl PFS 7120 2
placebo
Fuchs 2013 Matastafic gasthc or Ramucirumab  Targeted agent 1 Ramucinsmiab Placebno oS 3060 1
gastroesophageal cancar
Caplin 2014 Endopancreatic lanr=otide Targeted agent . 5C lanrentide Placeba PFS 3240 —
neuro endoonng tumarns
Hilimen 2013  Chranic ymphocytic leukemia Ofatumumab Targeted agent Dfatumumab plus Chiloambiudl PFS Len 3
chioramibiscl

< Byrd 2014 Chranic lymiphoid leckemiz Ibrutinib Targeted agent  Oral Ibrutinih Dfatumumah RS 5600 3
Q
v 2ms
m Moskowitz Haodgldn hymiphama Brentbumab Targeted agent I Brentuwimab vedotin Placebo S 1610 2
o 2015 wadatin
\.anu./ San Migus! Relapsed or relapsed and Panobinostat Tasgeted agent  Oral Panobinostat phes Placebo phes PFS 1250 3
W 201 refractory multiple bortezomib phes bortezomib plus
S mryeloma demamethasone dexamethasone
9 Stewart 2016 Relapsad multple myeloma Carfitzomib Targeted agent I Carfilzomib plus lenalidomide  Lenahidomide plus S 2940 3
m_ plus devamethasone dexamethasone
..2L Schiumberger  Radiolodine refmctory Lenwatinib Targeted agent . Oral Lemmatinib Placsta PFS S92
% 2015 thyroid cancer
m.l Weher 2015 Metastatic melanoma Nivolumab Immunothempy W Nivalumab Paclitaxel plus o5, ORR 2260 2
5 dacarhazine
o Demetri 2016 Metastatic fiposancoma or Trabectedn Chemothempy n Trabect=din Dacarbazine o5 -595 3 t
m letomyosarcoma
ﬂm Ellam 2016 Metastabc panoreatic cancer  Manoliposoma  Chemothempy ') Manolposomal irinotecan Fluorourad] phes oS 2886 2
- ifinotecan Folinic acid
M Larkin 2014 Melanoma {Cohiirn gtinib Targeted agent  Oral Cobimatinib plos Placebo phes PFS 3080 3
© vemurafenib wemuafanib
=) Mayer 2115  Refrctory metastatic TAS-102 Chemothempy  Oral TAS-102 Placehba o5 29 2
w coloredtal cancer

Morssu 2016 Multiple mygoma ez amib Targeted agent  Oral bazomib plus lenalidomide-  Placebo phes FFS 1986 2

deamethasons leralidomide-
dexamethasone

Abbreviations: BSC, best supportive care; ESMO, European Society of Medical Oncology; FOLFIRI, folinic acid, fluorouracil, irinotecan; IV, intravenous infusion,
ORR, overall response rate; 05, overall survival; PFS, progression-free survival, 5C, subcutaneous; TTP, time to progression.
*Hernatology trials were included and scored using the ESMO framewaork.
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Tanto el coste mensual como
el incremental estuvieron
asociados significativamente
con el tiempo, la media de
incremento anual fue de 9%y

21%, respectivamente. El
coste incremental medio
predicho aumentod desde
30.447S en 2006 a 161.141S
en 2015 (>5 veces)

Saluja R et al. ) Oncol Pract 2018;14(5):e280-e294

TerceraReunién Anual delgrupo:

G DEFe )

Grupo de Farmacia Oncoldgica de la SEFH

b

__ z=poo |
% 1
0,000 " L
= ' 0
=
2 15,000 4
£ L2
E'ID.MB1 Lo
soo 20
2 ] ) = l:
fﬁfﬁ@ée@@e
FDA Approval Year
.Ilurﬁrrp:l
i = 150 B4 O 037 40 0791 Fe 01
. AECT) moore
2017 % O, 00k o 0T P A8
c
300,000
= -]
= T
Emnﬂu . L.
—_ R =
g'lso,nuu H
]
§1m.nuu-
= Lo
Eso,nuua '

f#fﬁf%%fef
FDA Approval Year

HremeETiat oo
e BT P 3 T b LSS # = AT

s ASED wcarm
L g w12 % B, 080 b 810 P A8

#1095 0I5V

Maonthdy Price {USDI

81095 0I5V

§

D
%:ISD.MH
-
H
g
E

f‘*-ﬁ: £EE° '.:a"\ R
FOA Approval Year

. Moty price
o= 080 PR B 53 o 000G P
o, ESKD acoes

s -010 A% O, 047 80 01 Fe

,.E

FELFSF S5

FDA Approval Year

™ borwnmrral cosi
e 0T P CL 3 T b LS M DT

» EEMY wmoem
3w =19 S B, 07 b8 THE P

‘p._ﬁ

Fig 1= Spoarman cormeation plots. (4 Monthly price and ASC0 scones owver time. (51 onthly pnoe and European Saoety of Medical Oncology (ESMO scores
over e, (5] imcremerial antcancer dnug cost and ASCO scones: ouor ime. {0} Incrementaf anticancer drug cost and ESMO stores ower Gme. The Spearman
correlabon canfficients {il companng both cost and score 1o 145 Food and Drug Agminstration FDM| aporowal year sre presonted below each figune with thair

5% Clx. S0, US dollars.
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Table 1. Cost v Score Spearman Correlation and Regression Coefficients

Camparsen Spamman Correlation Coafficiert (95301 £ Linear Rogression Coefficient (955 0 P
Monthly price v ASCO bk |- 0.2k to 334 m G301 2 [—0.006S b 0033 L
Monthly price w ESRMO GO0&T |-028 o 337] B8 QOIS [—0 1L o O3 BY
Incremnental anticancer drug cost v ASCO 8811 |—0.25 1o 8.31) B T-B0e-04 [-0017 to 0.030) a2
Imcremental v ESMO D00 [—0.38 1o 0.3 S5 00 & [ =042 bo OS] 85

Abbrevistion: ESN0, Eoropean Socety of Medicsl Oncology.

En contraste con el coste, tanto la herramienta de la ASCO como la de

la ESMO no mostraron incrementos con el tiempo

Saluja R et al. ) Oncol Pract 2018;14(5):e280-e294
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A /5 Validez uwntferna y exferna

7

VALIDITY

1 Was treatment allocation randomised?

2 Was the personincluding patients blinded for sequence of treatment allocation?
3 Were patients and treating physicians blinded for treatment?

4 Were investigators evaluating treatment effect blinded for treatment?

5 Were baseline characteristics of patients comparable between study groups?

If not: was a correction performed?

6 Is follow-up of a sufficient percentage of patients available?

If not: is selective loss-of-follow-up excluded?
7 Were all patients evaluated according to the intention-to-treat principle?
8 Were study groups treated the same, except for the studied intervention?
9 Is selective publication of results excluded?
10 Is influence of the sponsor excluded?

3
: V\O'
éSe valora en cada ensayo?
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Table 1. Questions to Ask When the Primary Outcome Fails.

Voliudez uwnferno y externa

Is there some indication of potential benefit?
Was the trial underpowered?

Was the primary outcome appropriate (or accurately defined)?
Was the population appropriate?

Was the treatment regimen appropriate?

Were there deficiencies in trial conduct?

Is a claim of noninferiority of value?

Do subgroup findings elicit positive signals?

Do secondary outcomes reveal positive findings?
Can alternative analyses help?

Dioes more positive external evidence exist?

Is there a strong biologic rationale that favors the treatment?

Table 1. Key Questions to Ask When the Primary Outcome |5 Positive.

Does a Pvalue of <0.05 provide strong enough evidence?

What is the magnitude of the treatment benefit?

|5 the primary outcome chinically important (and internally consistent)?
Are secondary outcomes supportive?

Are the principal findings consistent across important subgroups?

|5 the trial large enough to be convincing?

Was the trial stopped early?

Do concerns about safety counterbalance positive efficacy?

|s the efficacy-safety balance patient-specific?
Are there flaws in trial design and conduct?

Do the findings apply to my patients?

N Engl | Med 2016;375:861-70.
DOi: 10.1056/NEjMral510064
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- QQ Validez inferna y externa

CUESTIONARIO SOBRE LA APLICABILIDAD DE UN ENSAYO CLINICO
S1/ND JUSTIFICAR
2 Consldera adecuado el comparador? jEz Comparador, pauta, dosis, jes & tiempo de tratamiento &
&l tratamiento conlrof adecuado en nuesiro adecuado?
medio?
25on importantes clinkcamanta los 4 Se podria considerar la diferencia oblenida como mejora clinica
rasultados? relevanta?
2Considera adecuada la variable de medida 4E= |a variable evaluada un resultado medido habitualmente en
utllizada? la climca?
2Consldera adecuados los criterios de 4 Muestree pacientes son com los de la poblacion estudiada?
Inclusion yio exclusién de los paclentes?
£ Croe que los resuliados pueden ser ¢ La practica asistencial ensayada s factible?
aplicados directamante a la prictica
clinica?
Otros sesgos o limitaciones encontradas Comentarios
an el estudio

3
: V\O'
éSe valora en cada ensayo?

TerceraReunion Anualdel grupo: \‘\ sefh ’
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éEl comparador es el mas adecuado o el estandar en la

practica clinica?

Nivolumab en primera linea de tratamiento en melanoma metastasico
El estudio CheckMate 066 no incluye ipilimumab como comparador en
lugar de DTIC, el estudio se inicié en enero de 2013, fecha en la que
ipilimumab ya disponia de datos que mostraban su eficacia en el
tratamiento del melanoma metastasico.

Medicamento (ECA) | ESMO MCBS | ESMO MCBS | Deberiamos ajustar
v1l.1 NC vi1lcC

Nivolumab
CHECKMATE 066

TerceraReuniénAnual del grupo: x -sefh
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ESMO- Med-Indic | Variable Mediana Eficacia Toxi/Qol Ajustes | Score
MCBS principal ganancia
con el tto Med HR Calcule | Puntuacién | Toxicidad | Qal
standard ganancia fical puntuacion
meses 95%) form 2a
Maodificada | Regarafenib- 5G 212 meses +2.8 0,63 HR=0,65y 3 +34,3% == -1 2
HCC (0,5-0,79) | gan=2, <3 Ef grado
3-4
+6%
Original Begaorafenib- 5G =212 meses +2.8 0,63 HR=0,65y 3 == b 3
(0,5-0,79) | gan=2,<3

Compromete el

Y los criterios de inclusion y exclusion?. Podemos aplicar los cegamiento?

resultados en nuestros pacientes? CoOmo lo consideramos?

Poblacion altamente seleccionada Se desconoce la eficacia y
seguridad de regorafenib en pacientes intolerantes al
tratamiento previo con sorafenib, con un estado funcional ECOG
> 2 y con funcidn hepatica deteriorada (Child-Pugh B o C).
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Voliudez uwnferno y externa

Quality assessment Summary of findings Importance
Number of patients Effect Quality
Number | Study | Riskof Incensistency | Indirectness | Imprecision | Other Alectinib Crizotinib Relative | Abseolute
of design | bias considerations HR (95% | (95% CI)
studies cly
Alectinib vs. crizotinib
08 (interim analysis)
1 RCT Serlous A Mo serious NAS Serious 152 1561 0.76 1-year Low Critical
lirmitation® lirmitation limitation® {0.48— survival rate:
1.20) 84.3% vs.
82.5%
PFS
1 RCT Mo serious | NA No serious Noserious | No serious 152 151 0.47 edian: NE High Critical
limitation limitation limitation limitation (0.34- 17.7 months
0.65) o MNE) vs.
11.1 months
9.1-13.1
onths)
ORR
1 RCT Mo serious | NA No serious No serious | No serious 152 151 — 75.5% High Important
limitation limitalion limitation limitation (67 8%~
82.1%) vs.
82.9%
(T6.0%~
88.5%)
Time to CNS progression

* Not adequately powered: after progression treatment at the physician's discretion.
¢ Currently only results of an interim analysis are avalfabla
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Vaolidez unter exter
' Tabla 1. Clasificacion de la calidad de la evidencia.
m Alta Confianza alta en gue el estimador del efecto disponible en 12 literatura cientifica se encuentra muy

cercano al efecto real.

Es probable que el estimador del efecto se encuentre cercano al efecto real, aungue podrian existir
diferencias sustanciales.

Moderada

Baja El estimador del efecto puede ser sustancialmente diferente al efecto real.

Muy baja Es muy probable que el estimador del efecto sea sustancialmente diferente al efecto real.

Tabla 2. Factores que modifican la calidad de la evidencia.

Factores que permiten bajar la calidad de la evidencia

Limitaciones en el disefio o gjecucion de los estudios 1 16 2 grados
Inconsistencia entre los resultados de diferentes estudios 1 16 2 grados
Disponibilidad de evidencia indirecta 1 16 2 grados
Imprecision de los estimadores del efecto 1 16 2 grados

Sesgo de publicacion L 1 grada

Factores que permiten aumentar la calidad de la evidencia

Magnitud del efecto importanie t 10 2 grados
Gradiente dosis-respuesta relevants t 1 grado
Impacto de las variables de confusion plausibles t 1 grado

Alonso Coello P et al. https://www.fisterra.com/guias-clinicas/la-evaluacion-caIidad-evidencia-graduacion-fuerza-recomendaciones-sistema-grade/
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¢Puede influir en los resultados?

éIncorpora sesgos?

A\

éAportaria mas informacion con toda la red de evidencia? 9\ v _J5S

¢Complicaria la herramienta?

éPero cudl es el OBJETIVO? ayuda a la toma de decisiones

Entonces, ¢no deberian tenerse en cuanta todas las posibles alternativas y no
de manera individual, valorando criticamente todos los estudios?

¢Tiene el mismo peso un estudio bien disefiado y con comparador apropiado
que uno con sesgos y sin comparador estandar?

= ‘ Sociedad Espariola
de Farmacia Hospitalaria
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El uso del limite inferior del IC puede favorecer a medicamentos
con elevado grado de uncertidumbre (amplios

intervalos de confianza) o

o0 o
El IC : precision de la estimacion i [
El IC no ofrece informacidn sobre la fuerza de TR +n.?5 I
un efecto ni tampoco es un rango de valores D: AEEmEE— —— o
verdaderos plausibles para el beneficio del o ”
tratamiento. s e

Fig, 1. Hypothetical example of two trials testing two different
drogs in 8 condition where the standard treatment &
aszociated with a4 median OF of § momtha In both the trials, the
increase in modian OF with the experimental drug is 3 months, and
the same point estimate of HR (= 0.73) & obtained (p < 005}
However, in trial of drug &, doe o the larger number of events,
the #5% C1 & narmower and does not include 0,65, As a conse-

A nivel de toxicidad, el poder de detectar

EA disminuye Si ensayos més pequeﬁos y quence, drug A camnot receive grade 4 on the ESMO scale, which
. |<\q.uj|'ﬁ '.f'.f.R < -:-'.!.lj AND Gaie = 3 menths. Conversely, d.ﬁa HR

Con menor potenCIa estimated in the trial of drug B, doe to that fact Ih:n.l lh:.ll'kﬂ was

smaller {or with a shorer follow-up) has a wider 939 CIL
including 0,63, and drug B can be assigned grade 4, even though
the evidence on its efficacy & less convincine

Europsan Joumal of Cancer 13
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¢Es mas adecuado utilizar la estimacion puntual
del efecto?

¢El limite inferior del IC incentiva la realizacidon de ensayos de
pequeno tamafio muestral?

¢éSe esta favoreciendo a los ensayos con menor potencia?

é¢deberia valorarse relevancia clinica?

TerceraReunion Anual delgrupo:
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Vs
D L= Subgrupos

éSuficientemente aclarados?

Ensayos positivos y negativos? Se valora la p de interaccion?

écuando se consideran?
"N po I I Seria para posicionamiento?

TerceraReuniénAnual delgrupo: V
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Diferencia ¢Puede el azar explicar

=
<

Subgrupos

Tabla 7.3.0.2 Subgrupos de interés que s pueden considerar en |2 evaluacidn econdamica

Test de Pre-
Subgripos ﬁkg Resultados* n’aﬂ:uﬁn especificaciin de Plas.ﬁﬂuTuhd Consistencia
o™ subgrupos™* bclpce

OSIOND OstOND

Ref x Smpad A0 CDUDOS0 | DuDoso
i = OsiCNO  |DSIOND
Subjriipo 2 ERVNG puposo |Douposo
L DsIONO SICND
o lgrip i Coupose. |DDuposo
' CSIONG  |DSIONG
Subgrupa 2 TSIDND 5

DDuDos0  [DDUDOSO

Los datos de eficacia se extraen del apartado 4.1

*5i estan en valores absolutos, presentario tembién en valores relativos y viceversa,

'* S considera interaccidn significativa p<0.05; aunque puede considerarse un valor de p<0.1 [Sun X et al, 2010)
*** Para gue los subgriepos presenten mayar fisbifidad deben estar pre-sspecificados ¥ no realizzdos "post-hoc”.

Plausibilidad biolegica ¢ Hay una
hipodtesis que apoye el efecto de

las diferencias entre los subgrupos? los subgrupos? ¢ Estaba descrita
Preespecificacion La diferencia de con anterioridad?

subgrupo procede de pequefio numero  GCONSISIENCia ¢Es la diferencia en los
de analisis justificados? ¢éSe especificd subgrupos consistente en diferentes
previamente? estudios? (Gran evidencia, estudios
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Situaciones excepcionales

Estundios de uwn solo brazo-
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Conditional Marketing Authorisation 10 year EMA report

Ensayos de un solo brazo-

Figure 26. Study designs of imposed studies

Figure 22, Status of the imposed studies at the (N=77

time of CHMP opinion (N=77)

B New study o
_ randomisation not 5
® Ongoing specified
B Ongoing E
(some results in MAA) 3
5
=
not randomised l 1
2
E"E not randomised _ 28
in [1+]

1
1] 0 20 30 40 50

l|5 de los eotudios fuenon de un dole braze
Eota proporciin fue mds elevada en el dnea de oncalogia 17/57
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Table. Characteristics of Single-Arm Trials and RCTs®

&

Estudios de un solo- brazo-

No. (%)

Variable Single-Arm Trials (n = 27) RCTs (n = 111) P Value®
Sample size, median (range) 119 (12-370) 540 (117-3752) <.001
Companion diagnostic test 13 (48.1) 24 (21.6) 005
Orphan drug designation® 17 (63.0) 48 (43.2) 07
Breakthrough therapy?® 10 (66.7) 18 (28.6) 006
Priority review 25 (92.6) 81 (73.0) .03
Initial submission {vs supplemental) 19 (70.4) 42 (37.8) 002
Multiple trials supporting approval 15 (55.6) 24 (21.6) <001
Supplementary trials 5(18.5) 5(4.5) 009
Accelerated approval 17 (63.0) 16 (14.4) <.001
First-line therapy 4(14.8) 37 (33.3) 06
ESMO-MCBS, versionl.1 substantial clinical benefit® 2 (7.4) 43 (40.6) 001

Abbreviations: ESMO-MCES, European Society for Medical Oncology
Magnitude of Clinical Benefit Scale; RCTs, randomized clinical trials.

2 This cohort included 134 trials, 4 of which reported data from multiple
preplanned subgroup analyses each used to support approval. This resulted in

atotal of 138 data points.

® Based on Mann-Whitney test for continuous variables and y? tests for

categorical variables. All P values are 2-sided.

Tibau et al. Jama Oncol 2018
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single-arm trials and 52 RCTs]).

© Orphan drug designation is applied to a drug used to treat diseases affecting
fewer than 200 000 American citizens.

9 Breakthrough therapy designation came into effect in July 2012. This
classification was only available for applications after 2011 (n = 64 [12

# Substantial clinical benefit defined as ESMO-MCES, version 1.1 gradeof Aor B

for trials of curative intent and 5 or 4 for those of noncurative intent.
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Estundios de uwn solo- brazo-

3

Necesidad de una valoracion mas exigente
Las conclusiones que pueden extraerse son muy
limitadas y normalmente basadas en estudios de baja

calidad

éDeberian establecerse criterios para la comparacion con
controles historicos?

¢ Fiabilidad de estas comparaciones?
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¢Por qué solo en SLP? Earling stopping?

Estudios con cruzamiento por interrupcion temprana puede alcanzar una
puntuacion de 4
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Results summary
Among 68 cancer drug md:canons approved by the

EMA in the period 2009-13, an

Agent Indication . *

e P d . & oo ,only 35 (519%) were associated with a

Imainit uvant reatment fot high risk GIST e e' © Qal beneft at time of market approval

L) ?ﬂum.m . - © 05 benefit n postmankezing penod

m m|u-nsucw:nlwu farane) l.7 © Qol beneft in pesimarketing period

Everalimus Advanced RCC after VEGF tarpeted treatment L]

Visflunine mmumu:}ﬂumvﬂmuﬂmnm .D

Temurolimus Relapsed or meraciory ML L]

Trabectedin Relapted (platinum seasitive) ovanan cancer (+#0) .

Trastuzumab mhmzd:.tnnmlw L

EnoriniE — '——v-mnﬂ&'——h phating .I ¥

Lapatinity MER2e HRamBC (saromatase inhibiton . No previous chemo, bastis umab, of Al) L]

Pazopanit 15t line advanced RCC . L]

Pazopanib 2nd line advance RCC (prmiaws cylokine) °

Docetase! Adjuvant treatment of operadle node negative B [+doannubicn and crciophamide) L]

Rituaimad Malntenance therapy for follicular mphoma sfter induction .

Swnitind 2nd line unresectadie O metact atic wedl dfferentiated PNET .

Hilgemit l"“m“z-mmm : °

e e ans — : Mmd with the validated
ke 3. ESMO-MCBS tool, only 11 (48%) were judged to offer a
e mab :ldxiz‘n:mw?nnnm 0. - 4 a b

(R e e s st e : clinically meaningful benefit.

Pemetreind Maintenance for mNSCLL afer platinum based cheme: . L

Panzumumab 15t line KRAS WT mCRC (+FOLFON) L] o

:muuh z-d_l_nmsm-w_!‘mm P .

Trasuzemab :#;Ilu '+ [ocally advanced BC (. wmdm o adfansly) ;

Crraamad 15t ling KRAS W1 mCRC (+FOLFOX) L]

Vamdetanib Unresectable or metastatic medullary 1C -
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ORIGINAL REPORT

Differences in Treatment Effect Size Between Overall Survival
and Progression-Free Survival in Immunotherapy Trials: A
Meta-Epidemiologic Study of Trials With Results Posted

at Clinical Trials.gov
Aidan Tan, Raphael Porcher, Perrine Crequit, Philippe Ravaud, and Agnes Dechartres
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Overall Survival in Cancer Drug Trials
as a New Surrogate End Point
for Overall Survival in the Real World

JAMA Oncol 2017; (3(7):889-90
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Funciona mejor con datos maduros
élos tenemos?

No tiene en cuenta las variables Resultados negativos en SG deberian
subrogadas tener peso frente a SLP

Calidad de vida beneficia si
incremento pero no penaliza si
empeora 0 no se comunica
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No permite realizar efecttdad comparativa, lo que

ayudaria a establecer el posicionamiento de distintos
medicamentos:

v'No valora la red de evidencias. Normalmente ensayo de
registro

v'No tiene en cuenta los sesgos

v'"M3s centrado en eficacia

v'No valora comparaciones indirectas ajustadas, en
primeras lineas si los estudios comparativos con el mismo
control estandar, posibilidad de realizarlas

v'No tiene en cuanta si son alternativas terapéuticas o “me
too”

v'No tiene en cuenta ni costes ni impactos presupuestarios
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¢Qué necesitamos?
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Regustro frente precio/ funanciocion

Impacto
presupuestario

efectividad E ft’/thnM

Relevancia clinica Posicionamiento

Necesidad de mas conocimiento. Vida real?
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De verdad ¢podemos creer
que todo lo

NUEVO = INNOVACION-

El ACCESO TEMPRANO a
“nuevos medicamentos”

¢es indicador de
EQUIDAD-

Lo ideal

¢por qué se asocia

INNOVACION -
ACCESO-EQUIDAD-?

Resultados en
salud

o li
Eficiencia del .Ca de.u,:l y
. satisfaccion del
sistema .
paciente
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Valorar los nuevos medicamentos

épor qué lo nuevo no lo

—

\ Actualizacion

regularmente
Valorar silo que Perfeccionarse para
parece ser un avance mejorar utilidad Y
realmente lo es fiabilidad

consideramos “me too”
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Es evidente que algunos medicamentos
han transformado el tratamiento de

INCI ] Natl Cancer Inst (2018) 110(S): djx261

dok: 10,1093 /jnciidjx261
First published online December 13, 2017

— algunos canceres, pero muchos de los
recientemente aprobados producen soélo
i pequeifias mejoras incrementales en los
Hans Christian Andersen and the Value of New Cancer resultados en los pacientes

Treatments

Richard L. Schilsky, Lowell E. Schnipper N 2 A . ;( ;( OM/ c ‘ .
Affiliations of authom: American Sodety of Clinicsl Oncology, Alexandria, VA (RLS), Beth Ismel Deaconess Medical Center, Harvard Medical School, Boston, MA (LES) *
Cormspondence to; Richard L. Schilsky, MD, American Sodety of Clinical Oncology, 2318 Mill Road, Suite 800, Alexandria, VA 22314 [e-mail: richard schilsky@zsca org).

Folpvricontes: estudios bien disefiados, con resultados

clinicamente relevantes antes que estadisticamente
significativos

Hitres Chrestuan Andersen

The Emperar's

New C!ﬂfI’LES Agencios requladoras. Reconsiderar estandares para la
aprobacion

Edutores de revistos: Comunicacidn de resultados
relevantes

Hewrromuwentos de voloraciéw: actualizacion regulary

mejoras para ser Utiles

ESMO-MCBS util pero
mejorable
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“lr jundfos es comenzar. Manfenerse
Jundfox es progresar. Trabayar junfos
es frevnfar”,

Henry Ford 1863-1947

M2 Dolores Fraga
mdfraga@sescam.jcocm.es
mfragaf@sefh.es
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