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VALIDEZ INTERNA RESULTADOS

Aleatorizacion y comparador Relevancia clinica variables
* Pregunta PICO Significacion estadistica vs
* Seguimiento relevancia clinica

e Ciego Analisis de subgrupos

* Diseno Valoracion de la precision

VALIDEZ EXTERNA
* Similitud pacientes del ECA con los de la practica clinica

. RefoR
MU|a T,
i; sefh ¢l KU KEFOR a{eReUCE IN ENALERREHORMULE (e REENCUEN eHORMULE | ERORE [NIX ENALERREIORMULS | E v Y —LLIFFE,-"”‘

REFORMULETEREDEF INIR RENAGERREFORMUBTE REeNCUBNTRD | Rer RMU BTeReDEFINIR If JA e RPF HM“':‘!( REeNC 1'»"[ RPFi'R'
60 NIF { Q@ \J '

RENACERRE FORMUETE REeNCUBNIRD: ! ¢ BeN( 0 TR
- WAR'HREH‘RV“L“& REeNCUBNIRC ReFoRMUa T Rel JIR ;«E NALDSRRE ol ReeNCUBNIRO 5 : aleRpt INIR JACERREFORMULETE

—

REFNCUPNTRO RefeRMOlaTeRaDGEIND RENACEEReFnRMUIAT: SUPNTRE OMUIET:R INT NENASERRER ,’.1 ! RENCUPNIRD



Validez
interna




< sefh

Sockedod Espaficia

HERRAMIENTA VALIDADA DE EVALUACION CALIDAD METODOLOGICA

Escala de Jadad / sistema de puntuacidn de calidad de Oxford

Criterios Puntuacion

¢, Se describe el estudio como aleatorizado?(*)

.. Se describe el estudio como doble ciego?(*)

¢, Se describen las pérdidas y retiradas del estudio?(*)

¢ Es adecuado el método de aleatorizacion?(**)

¢, Es adecuado el método de doble ciego?(**)

(*) Si=1/No=0
(**) Si= 1/ No= -1

Puntia los ECde 0 a5
Si puntuacion < 3, el EC se considera de baja calidad

REFOR ™

Jadad AR, Moore RA, Carroll D, Jenkinson C, Reynolds DJM, Gavaghan DJ, McQuay HJ. Assessing the quality of reports of randomized clinical trials: is blinding necessary?. Controlled Clinical M L'J l_a
€

Trials. 1996: 17(1):1-12.
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ENSAYO CLINICO CONTROLADO J

E.C. NO CONTROLADO

“SESGO!! MAYOR ESTIMACION DEL EFECTO
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E.C. CONTROLADO 000
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GRUPO DE ESTUDIO

Z

ALEATORIZACION

GRUPO DE
TRATAMIENTO

GRUPO DE
CONTROL

ENSAYOS CLINICOS
ALEATORIZADOS

% Participantes desconocen secuencia asignacion

$

% Impide asignar de forma sesgada

REFOR ™
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NO ALEATORIZADOS?

HOM AD
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P . e :Como se describe la poblacién
=G el estudiada?
Intervencién e ¢Queé se esta evaluando? J
C ., e (Alternativa con la que se
omparacion compara?

e iQué beneficio clinico medible se
espera?

Outcomes

IMPORTANTE: definicion y
B medida de variable . ReFoR)
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Q®e o RECLUTAMIENTO
@(@\@ 19% COMPLETO
| FINALIZAN PREMATURAMENTE o
) | Reclutamiento factor limitante | \ X, Ne pacientes esperado

X N2 eventos esperados

o /
89 0 “Z Algun brazo es claramente

perjudicial o beneficioso
SE RETRASAN

\ y
Alteraciones Afecta + 6 - Poder Deteccidén diferencias Tamaio muestral planificado
protocolo > estadistico del —— estadisticamente N2 analisis intermedios
previsto ensayo significativas Reglas de parada
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SEGUIMIENTO

PERDIDAS POST ALEATORIZACION

1

RETIRADAS PERDIDAS DE
(WITHDRAWAL) SEGUIMIENTO

DIAPOJORGE DIAZ NAVARRO 1
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Desconocimiento de la intervencion que reciben los grupos estudiados

Abierto o no Cegamiento Cegamiento Cegamiento
cegamiento simple doble triple

TIPO DE VARIABLE
« Subjetivas (dolor, calidad de vida)
Objetivas (mortalidad, fractura dsea)
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GRUPOS BALANCEADOS

= Caracteristicas basales balanceadas = inferencias estadisticas y de causalidad, diferencias debidas al tto

= Desbalance: asignar cierto tipo de pacientes al grupo experimental o control: RIESGO

= La aleatorizacién | sesgo de desbalance
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Relevancia clinica
de las variables
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ORIENTADAS A LA ENFERMEDAD

* Intermedias / subrogadas / subclinicas
e Parametros de laborat (habitualmente)

e Utilidad segun capacidad predictora

Niveles colesterol
Retraso parto pretérmino
Densidad mineral dsea
SLP

REeEN MK : REFORMUIS(ER
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ORIENTADAS AL PACIENTE

\
N
7
A

e Duras / finales / clinicas
e Eventos clinicos importantes
e Objetividad determinacion

eAREFORMUIATE

IAM
Nacimiento nino sano
Fractura de cadera
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t §ett‘ SUBROGADA: paso fisiopatologico del desarrollo de la enfermedad

VARIABLE SUBROGADA / INTERMEDIA

C-LDL
1 Utilidad - depende de su capacidad predictora
Foam cells Fatty Intermediate  Atheroma Fibrous Plaque rupture/ o - o

streak lesion plaque fissure and ¢ PO r q ve usdar I OS¢

thrombosis

First decade - Third decade = Fourth decade
Smooth
Growth mainly by lipid accumulation muscle and || Thrombosis AA
collagen ! gulr:::fn
e
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Significacion
estadistica

_
2n

m =
2n - m

<
ot ax® + bx+c-X‘

[%5 f

" dx == b dz
/ ¥ " % 10;,. \, i[ 3
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Implica utilizar términos comparativos de dos hipotesis

H, (hipdtesis nula) H, (hipdtesis alternativa)

"P": probabilidad de que exista diferencia (aceptar H1)
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No calculo matematico > JUICIO CL|,N|CO

Relevancia g

C||n|ca magnitud de Ia gravedad de |la
diferencia variable

Herramienta objetiva = sentido clinico a la significacion estadistica

Calculo tamano muestral @ Adalimumab en AR

Statistical analysis. The power calculation was based
on both the predicted ACR20 response rate and radiographic
findings. A sample size of 200 patients per treatment group was
estimated to provide =95% power for detecting a difference of
=20% in ACR20 response rates at week 24 between the
placebo group and the adalimumab groups at a significance
level of & = 0.05, assuming a placebo response rate of 35%. :()'R\
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https://www.fisterra.com/formacion/metodologia-investigacion/significancia-estadistica-relevancia-clinica
https://medicalpoints.co/relevancia-clinica-significancia-estadistica/

Evaluation form 1 X For new approaches to adjuvant therapy or new potentially
curative therapies

Evaluation form 2a For therapies that are not likely to be curative with primary
endpoint of 0S with separate sheets for:

® |F median OS with the standard treatment is =12 months & )

® |F median OS with the standard treatment is =12 months, =24 months &

® |F median OS with the standard treatment is >24 months &

Evaluation form 2b For therapies that are not likely to be curative with primary
endpoint PFS with separate sheets for:

® |F median PFS with standard treatment is =6 months &,

® |F median PFS with standard treatment is =6 months &

Evaluation form 2c For therapies that are not likely to be curative with primary
endpoint other than 08 or PFS or equivalent (non-inferiority) studies

Evaluation form 3 For single-arm studies in “orphan diseases™ and for diseases with

“high unmet need” when primary outcome is PFS or ORR.

esmo.org/guidelines/esmo-mchs-evaluation-forms

ESMO-MAGNITUDE OF CLINICAL BENEFIT SCALE V1.1
EVALUATION FORM 2A

For therapies that are not likely to be curative with primary endpoint of 0S5

If median 08 with the standard treatment is <12 months

GRADE 4 HR <0.65 AND gain =3 months
Increase in 2 year survival 210%

GRADE 3 HR <0.65 AND gain =2.0-<3 months

GRADE 2 HR =0.65 AND gain =1.5-<2.0

HR >0.65-0.70 AND gain =1.5 months

GRADE 1 HR >0.70 OR gain <1.5 months
Mark with + if relevant
4 3 2 1
Preliminary magnitude of clinical benefit grade
(highest grade scored)

Non-curative setting grading - 5 and 4 indicates a substantial magnitude of clinical benefit




Quality of life/Grade 3-4 toxicities* assessment

Does secondary endpoint QoL show improvement?

Are there statistically significantly less grade 3-4 toxicities impacting on daily well-being?*

*Thiz does not include alopecia, myelosuppression, but rather chronic nausea, diarrhoea, fatigue, ete. Mark with +/ if relevant

Adjustments

01.  Upgrade 1 level if improved QoL and/or less grade 3-4 toxicities impacting daily well-being are shown

02.  |Ifthere is a long term plateau in the survival curve, and 0S advantage continues to be observed at 5

years, also score according to form 1 (treatments with curative potential) and present both scores i.e. A/4.

Final adjusted magnitude
of clinical benefit grade

Non-curative setting grading - 5 and 4 indicates a substantial magnitude of clinical benefit

Escenario curativo
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Escenario no-curativo
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Filter by Agent == EERE X reset selection
Tested agent(s) v Tumour type v Curative setting v
Tumour sub-type v Non-curative setting v
Tumour sub-group v

ESMO-MCBS V1.1 — Evaluation Forms Escenario curativo

[ Evaluation form 1 v I Evaluation form2a v [JJj] Evaluation form2b v [ Evaluation form2c v [JJj] Evaluation form 3 v

k e
Column view (@ Table view »
. Tumour
Tested Agent(s) | COMBIned | oo irol Arm Treatment Setting Tumour Sub- | " Scorecard 7
Agent(s) type
group q

D Trastuzumab - Trastuzumab  Adjuvant treatment of patients with  Breast Cancer Early Breast HER2+ KATHERINE 2 o =
emtansine (T- HERZ-positive early breast cancer Cancer
DM1) who have residual invasive disease . .
in the breast and/or lymph nodes Esce n a rl o n o_cu ratlvo

after neoadjuvant taxane-based
and HER2-targeted therapy
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American Society of Clinical Oncology Perspective:
Raising the Bar for Clinical Trials by Defining Clinically
Meaningful Outcomes

Meaningful Outcomes in Cancer Trials

Table 1. Summary of Recommended Targets for Meaningful Clinical Trial Goals
Primary End Point Secondary End Point
Improvement Over Current OS Improvement in Improvement
Current Baseline That Would Be Clinically 1-Year Survival in PES
Cancer Type Patient Population Median OS (months) Meaningful (months) Target HRs Rate (%)" (months)

Pancreatic cancer FOLFIRINOX-eligible patients 10to 11'° 4t05 0.67 t0 0.69 48 — 63 4t05
Pancreatic cancer Gemcitabine or gemcitabine/nab-paclitaxel- 8 to 9202 3to4 0.61t00.75 35 —50 3t04

eligible patients
Lung cancer Nonsquamous cell carcinoma 1322 3.251t04 0.76100.8 53 — 61 4
Lung cancer Squamous cell carcinoma 1023 25103 0.77100.8 44 — 53 3
Breast cancer Metastatic triple negative, previously 182428 45106 0.75t00.8 63 — 71 4

untreated for metastatic disease
Colon cancer Disease progression with all prior therapies 4 1o 6%° 3105 0.67 t0 0.67 25 —>35 3tob

(or not a candidate for standard second-

or third-line options) {e‘FOR
Abbreviations: FOLFIRINOX, leucovorin, fluorouracil, irinotecan, and oxaliplatin; HR, hazard ratio; OS, overall survival; PFS, progression-free survival. 'ULa
*Current — target. TE

RO+ 1 —\/
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su bgru po s A randomized trial of aspirin and sulfinpyrazone in threatened stroke. The Canadian Cooperative Study Group.

[Ma authars listed]

Abstract

Five hundred and eighty-five patients with threatened stroke were followed in a randomized clinical trial for an average of 26 months to determine
whether aspirin or sulfinpyrazone, singly or in combination, influence the subsequent occurrence of continuing transient ischemic attacks, stroke or
death. Eighty-five subjects went on to stroke, and 42 died. Aspinin reduced the risk of continuing ischemic attacks, stroke or death by 19 per cent (P
less than 0.05) and also reduced nsk for the "harder,” more important events of stroke or death by 31 percent (P less than 0.05), but this effect was

—z— Intervalo de confianza sex-dependent: among men, the nisk reduction for stroke or death was 48 per cent (P less than 0.005), whereas no significant trend was observed
among women. For sulfinpyrazone, no nsk reduction of ischemic attacks was observed, and the 10 per cent nsk reduction of stroke or death was not
—aH statistically significant. No overall synergism cr antagonism was chserved between the two drugs. We conclude that aspinn is an efficacious drug for
K men with threatened stroke.

Diferencia significativa ; : - .
2 favor de Iaigntewendén Media ¢ Privar el'uso ' de aspirina en'mujeres con enfermedad’ cerebrovascular ?

T —m—i | Nosignificativo

!
h——
FALSOS - FALSOS +
Resultado global R
- TN
MULaTE

il

A favor de la intervencion T A favor del control

Efecto nulo
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FALSOS -

= Habiendo Diferencias Reales entre los
subgrupos los ECAs NO son capaces de
identificarlos

= (41-66%)
Ocurre cuando :

<> N pequena
< Diferencia del Efecto |,

FALSOS +

= Muestra un Efecto significativamente
distinto cuando en realidad NO existe

= (7-21%)

Ocurre cuando:
< P n2 de subgrupos 1" la probabilidad
de encontrar diferencias por azar
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INTERACCION

Probabilidad (p) de que la diferencia entre subgrupos se deba al azar

, ,

Subgrupos: | muestra 2 | poder estadistico P<0.1
’

No deteccion de diferencias que si existen

REFOR ™
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“DIFERENCIA
INTERGRUPAL”

p <0,05
p<0,1

N EMGL ) MED 364;21 MNEJM.ORG  MAY 26, 2011

Subgroup Overall Survival Hazard Ratio for Death (95% CI)
Abiraterone
Acetate Placebo
median (mo)

Al subjects 148 109 —e— i 0.66 (0.56-0.79)
Baseline ECOG performance status score ;

Dorl 153 117 6—! i 0.64 (053078~

2 7.3 7.0 I + L | w/
Baseline BPI level ﬁ:*

<4 16.2 13.0 —e— | 0.64 {0.50-0.82)

=4 12.6 83 —ea— i 0.68 (0.53-0.85)
Mo. of previous chemotherapy regimens 1

1 15.4 115 —e— i 0.63 (0.51-0.78)

2 140 103 b—a— 0.74 (0.55-0.99)
Diisease progression i

According to PSA concentration only — 123 p——— i 0.55 (0.42-0.82)

According to radiographic findings 14.2 104 —a— i 0.69 (0.56-0.84)
e |

<65 yr 14.4 112 —e— 0.66 [0.48-0.31)

=63 yr 14.8 10.7 —a— ' 0.67 (0.55-0.82)

=75 yr 149 33 b——e—| i 0.52 (0.33-0.71)
Visceral disease at entry i

Yas 126 8.4 —e— 0.70 [0.52-0.54)

No 15.4 12 —e—] ! 0.62 (0.50-0.7)
Baseline PSA level sbove median i

Yes 12.8 ¥ ] —e— | 0.65 {0.52-0.81)

No 16.2 13.2 —e— | 0.69 [0.53-0.90)
Bazeline lactic dehydrogenase level above median ‘

Yes 10.4 20 —e—1 i 071 [0.55-0.88)

No - 16.4 —e— | 0.64 (0.47-0.87)
Baseline alkaline phosphatase level above median i

Yes 116 81 —e—| : 0.60 (0.45-0.74)

No — 16.4 —e— i 0.73 [0.54-0.97)
Geographic region 1

North America 15.1 107 —e— | 0.64 (0.51-0.80)

Other 148 11.5 e | 0.69 (0.54-0.50)

{I.IS'I] ﬂ.l?fr l.il:lﬂ l.ISEI

-_-— =

Abiraterone Acetate Placebo
Better Baiter
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Muchos analisis de subgrupos (el 47%) carecen del test de interaccion.

Gabler et al., Trials. 2009;10:43.

Calculadoras

p <0,05

p<o0,1
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https://gruposdetrabajo.sefh.es/genesis/genesis/Enlaces/Interaccion_2subgrupos_Joaquin_Primo.xls
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CALCULADORA DE INTERACCION

Joaquin Primo - 2 subgrupos

SUBGRUPO 1 SUBGRUPO 2 Diferencia In (Sub1-5ub2) -0,2726
RR, OR o HR 0,67 | 0,88 Error estandar 0,2206
Limite inferior 1C 95% 0,46 0,71 Limite inferior IC 95% -0,7051
Limite superior IC 95% 0,98 1,08 Limite superior IC 95% 0,15%98
£ -1,2358
In{RR, OR o HR) -0,4005 -0,1278 P interaccion 0,2165 0,2165
Limite inferior IC 95% -0,7765 -0,3425
Limite superior IC 95% -0,0202 0,0770 Razén de RR, OR o HR 0,76
Amplitud IC 95% 0,7563 0,4195 Limite inferior IC 95% 0,49
Error estandar 0,1929 0,1070 Limite superior IC 95% 117
Altman G, Bland IM. BMI 2003;326:219. 1. Primo. Hospital de Sagunto

Medias 1 Medias 2 Proporciones 1 Proporciones 2 RR-OR-HR o) 4 RE‘FO'R\
MU[_aTE
‘ s REf ” \, jia i‘b--"‘ "4 "v : Y _‘ : e EeN =Y X ‘.l:.:l'.;j'::r L ¥ ‘ : r SEN ‘: eAReft _ ‘k e eeN T REf ~ —\/
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GRAFICAMENTE

Subgroup Overall Survival
Abiraterone
Acetate Flacabo
median (ma)

All subjects 14.3 10.9
Baszeline ECOG performance status score

Dorl 15.3 11.7

2 13 7.0
Bazeline BPI lavel

<4 16.2 13.0

=4 12.6 49
Mo. of previous chematherapy regimens

1 15.4 11.5

2 14.0 103
Disease progression

According to PSA concentration only — 123

According to radiographic findings 14.2 10.4
Age

<63 yr 14.4 11.2

=65 yr 14.8 10.7

=75yr 14.9 23
Visceral disease at entry

Yes 12.6 84

Mo 15.4 11.2
Bazeline P3A level above median

Yes 12.8 83

Mo 16.2 13.2
Baseline lactic dehydrogenase level above median

Yes 10.4 80

Mo — 164
Baseline alkaline phosphatase level sbove median

Yes 11.6 81

Mo — le.4
Geographic region

Morth America 15.1 107

Other 14.8 11.5

Hazard Ratio for Death (95% CI)
—e— 0.66 (0.56-0.79)
—e— 0.64 (0.53-0.78)

0.81 (0.53-1.24)

—eo— 0.64 [0.50-0.82)
—e— 0.68 [0.53-0.85)
—e— 0.63 [0.51-0.78)
— e 0.74 [0.55-0.99)
|
——— 0.59 [0.42-0.82)
—e— ! 0.69 (0.56-0.84)
—e— 0.66 (0.43-0.91)
—e— ! 0.67 [0.55-0.52)
—e— i 0.52 (0.38-0.71)
i

—— 0.70 (0.52-0.94)
—eo— ! 0.62 [0.50-0.76)
—e— i 0.65 [0.52-0.81)
—e— 0.69 (0.53-0.50)
—e— i 0.71 [0.58-0.88)
—e— | 0.64 [0.47-0.87)
| i 0.60 [0.45-0.74)
—e—i 073 [0.54-0.97)
—e— i 0.64 (0.51-0.50)
] ! 0.69 [0.54-0.90)

0.50 075 100 150

- —

Abiraterone Acetate Placebo

Better

1ar

R@_ﬁ)'R\

MULaTE
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PREESPECIFICACION

1. Subgrupo pre-especificado o factor de estratificacion

2. Pre-especificado, pero los grupos se han dividido de forma distinta a la preespecificada (menor
evidencia)

El analisis “post hoc” aumenta la
probabilidad de encontrar falsas diferencias

N2 subgrupos
limitados
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PLAUSIBILIDAD BIOLOGICA

Existencia de una hipotesis plausible para explicar las diferencias encontradas estadisticamente.

Mavyor credibilidad si el efecto de subgrupo tiene un fundamento que lo apoya:
» la racionalidad bioldgica
» fisiopatoldgica
x experimentacion en animales

Los analisis de subgrupos con efectos que NO explicables con el conocimiento biolégico
existente, con frecuencia son irreales
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Ej: signos del Zodiaco en el
ensayo ISIS-2

Aspirina vs. placebo en IAM

En ISIS-2 aspirina era
ineficaz en pacientes de
signo del zodiaco Libray
Géminis, y beneficioso
en el resto

Table 1. Subgroup Analysis of the Second International Study of Infarct Survival

: Relative Risk
el Relative Risk Reduction or
Aspirin Placebo (95% Cl) Increase, %

Vascular mortality in 804/8587 (9.4) 1016/8600 (11.8)  0.79 (0.73-0.87) 20.7 Reduction
all patients
Gemini or Libra 150/1357 (11.1) 147/1442 (10.2)  1.08 (0.87-1.34) 8.4 Increase
Other astrological 654/7228 (9.0) 868/7187 (12.1)  0.75 (0.68-0.82) 25.4 Reduction
signs

P de interaccion 0,003

NALFRREFORMULS [E REENLUEN
ORMUL3Te ReeNCUENIRO
. Crh /APy

REeNCUBNIRC

¢Qué habriamos
pensado si en lugar del
zodiaco hubiesen
empleado una variable
fisiologica?

T REFO

ReFORMULATe ReOLFINIR RENACERREFOR
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iOh, no! Soy Géminis:
Interpretacion de los analisis
de subgrupos

Esa amarga lamentacion
debieron exclamar los nacidos

bajo el signo zodiacal de géminis
que leyeron el analisis de

subgrupos del estudio 1SIS-2 que

demostraba ausencia de efecto
de la aspirina frente a placebo
tras un infarto agudo de

miocardio, en los pacientes
pertenecientes a los signos
zodiacales de Libra y Géminis y

na diferencia estadisticamente

gnificativa con respecto a los

e pertenecian a cualquiera de

los otros signos. j Tendria

ReeNCUEH

RELORMNATERRDEATRIIR
PO -FMII IO Al EC

sentido que los medicamentos fueran mas o menos eficaces en los pacientes en

funcién de su signo del zodiaco? Aparentemente la medicina personalizada no llega
’ ~  RENACeARefoRMULaTe



CONSISTENCIA

Comportamiento en

Otras variables
Otras indicaciones
Otros farmacos (mecanismo accion)

COHERENCIA
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< Ensayos clinicos = estimacion efecto en pacientes concretos

e 7
ValoraCIon de |a < Estimacion del efecto en la poblacion general
e e 7
precision

Magnitud efecto
Precisidon resultados = intervalos de confianza

l

Nivel de confianza Verdadera magnitud del efecto con un grado
prefijado de seguridad

Conocer

J IC ---- 1 precisidon

X omeds |

i i o HR 0,80 (1C95% 0,48 a 1,12) _\
imite imite »

fe : HR 0,80 (IC95% 0,67 a 0,93) RefoR
inferior superior MU(a T,

€FoRMIL : REFORN ] REFORMUIA[§ ! : REFORMULIRE} REFORMULa |
A\ i | REfaRMULAT ! ! e LnRMUIETs . NIk RERMULAT: w REFORM 3 REFOR)
g M : ' e A ) 1% v 17 TN QT ¢ P MUY




sefh

Sockedod Espofioio
de Farmaocdia Hospitolorio 1 2
!

0,6

0,4

HR 0,80 (IC95% 0,48 a 1,12) HR 0,80 (IC95% 0,67 a 0,93) RefOR

/
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Validez
externa




>K sefh

ur-J ¢ Espofioio
Farmocia Hospis

Relacion Validez interna - Validez externa

Eficacia Efectividad
Probabilidad de que un promedio de Probabilidad de que un
individuos, se beneficie de un individuo, se beneficie de un
farmaco, bajo condiciones IDEALES farmaco, bajo condiciones REALES
de actuacion establecidas de aplicacion por personal de
previamente salud
_ PACIENTES
Caracteristicas basales pacientes ECA Grado en que los resultados del ECA
— pueden ser generalizados a nuestros SIMILARES
Atencion asistencial en nuestro medio pacientes

Ver criterios de inclusion y echusnon



La iniciativa STARD y la gu
diagrama de flujo:

* N2 participantes elegik

TOE

Evaluados para participacion (n = 280)

Excluidos (n = 174)
[0 No cumpliendo criterios de
inclusion (n = 156)

O Declinaran participacion (n = 18)

A 4

Aleatorizados (n = 114)

HU

l

* N2 de pérdidas en cads
* N2 participantes que c

Asignados para intervencion (n = 57)
Recibiran intervencion alocada (n = 57)

S

|

Asignacion

N2 de pacientes que re

|

Asignados para intervencion (n = 57)
Recibiran intervencion alocada (n = 57)

f

Proporcion pac

Perdida de seguimiento
(Abandono del estudio) (n = 2)

Seguimiento )

|

excluidos

Perdida de seguimiento
(Abandono del estudio) (n = 1)

Analizados (n = 54)
Excluidos de analisis
(Complicaciones nosoneratorias) (n = 1)

Analisis

Analizados (n = 54)
Excluidos de andlisis
(Complicaciones nosoneratorias) (n = 2)




< sefh

Sockedod Espafioio
de Farmocia Hospilolono

|

883 Patients entered screening

617 Underwent randomization

|

|

308 Were assigned to pembrolizumab
group (intention-to-treat
population)

307 Received pembrolizumab as
assigned (as-treated population)

309 Were assigned to placebo group
(intention-to-treat population)

309 Received placebo as assigned
(as-treated population)

|

|

7 Completed all trial agents
196 Discontinued all trial agents
38 Had adverse event
12 Had clinical progression
2 Had complete response
1 Received excluded medication
4 Were withdrawn by physician
124 Had radiographic progression
15 Withdrew consent

255 Discontinued all trial agents

24 Had adverse event

22 Had clinical progression
1 Had complete response
4 Were withdrawn by physician
1 Had protocol violation

181 Had radiographic progression
22 Withdrew consent

Y

104 Continued to receive
=1 trial agent

54 Continued to receive
=1 trial agent

Excluidos 266
(30,12%)

77

R@_ﬁ)'R\
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Socedod Esp
de Farmocia

Mese
FLUJO DE PACIENTES

La iniciativa STARD y la guia CONSORT 2010 - altamente recomendable la presentacién de
diagrama de flujo:

* N2 participantes elegibles inicialmente

* N2 de pérdidas en cada etapa

* N2 participantes que cumplieron los criterios de inclusion

* N2 de pacientes que recibieron o no la intervencién a estudio

- TRANSPARENCIA
- POSIBLES SESGOS DE SELECCION

ProporCién paCientes v’ Exclusion de grupo de pacientes, ¢JUSTIFICADO?

. v <20%
excluidos
/¥ CONCLUSIONES DEL ESTUDIO Rg_{.'O'R\




COMPARADOR

_ T, sadecuadas al problema de salud

*+ Comparador
N

Placebo: adecuado?
Activo: estandar?

REFOR ™

/

MU T




SEGURIDAD

A tener en cuenta de los EC %

» Disefio de estudio adecuado (comparativo), aleatorizado, muestra suficiente

% Analisis estadistico adecuado:

o Valor de p, potencia del estudio, intervalo de confianza. Dificil para detectar RAM raras o muy raras

» Fuentes de financiacion del estudio y revision

Rg_Fo'R\

MUlaT,
—




SEGURIDAD J

NCI Common Terminology Criteria for Adverse Events (CTCAE)
Grado 1 Evento adverso leve

Grado 2 Evento adverso moderado

Grado 3 Evento adverso grave

Grado 4 Evento adverso con riesgo de mortalidad o de discapacidad
Grado 5 Muerte asociada con un evento adverso

Frecuencia

Distinguir lo importante wsp Gravedad
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