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What if your
Immune system
could be taught
to kill cancer?

Inside the
brutally

selective,

hugely _
expensive,

lifesaving
trials of

immunot,,lynerapy.

By Alice Park




Tendencias en incidencia Cancer Broncopulmonar 1990-

2013
JAMA Oncol. doi:10.1001/jamaoncol.2015.0735 Published online May 28, 2015.

Tracheal, bronchus, and lung cancer
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En 1990 y en 2013 el cancer
broncopulmonar continua
siendo la primera causa de YLLs
con un incremento absoluto del
39.2% pero con una reduccién
del 17.9% en las tasas ajustadas
por edad
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Causas de muerte Espana 2014

Causas externas de mortalidad

Tumores




Primera causa de muerte: provincia y sexo

Causa de muertes en mujeres Causa de muerte en hombres
Enfermedades cerebrovasculares

Enfermedades cerebrovasculares
B insuficiencia cardiaca

[ Otras enfermedades del corazon
- Otras enfermedades del sistema respiratorio

Otras enfermedades isquémicas del corazén
B Enfermedad de Alzheimer

[l Enfermedades cronicas de las vias respiratorias inferiores (excepto asma)
. Trastornos mentales organicos, senil y presenil

n Tumor maligno de la traquea, de los bronquios y del pulmén
[l Diabetes meliitus




Epidemiologiadel cancer de pulmdn en Espaia

Evolucion de la mortalidad por cancer de pulmén (2003-2013). Fuente: INE
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Caracteristicas de la transformacion maligna y
potenciales areas terapéuticas
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MORE OPTIONS FOR CANCER CARE

CANCER CARE
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Prevencion

Prevencion secundaria

Cribado Cancer Tasa falsos VPP del NNS
positivos Cribado (episodios
cribado para
prevenir una

muerte)
CT bajas dosis Pulmon 23% 4% 900
Mamografia Mama 4% 18% 1200
SOH Colorrectal 2% 10% 1100

Las medidas antitabaquicas y de deshabituacion deben mantenerse




Estadios iniciales

|

Frameless SBRT
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resection in TINO regional lymph node cl o
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Estadios iniciales ASCO 2016

QT citotoxica unico tratamiento con eficacia
demostrada. Tratamientos dirigidos y
antiangiogénicos no utiles. Tto con heparina bpm
sin impacto

Expansion e implementacion; cumplimiento
Diferencias bioldgicas entre la enfermedad inicial
v la metastatica

Aprendiendo de los estudios negativos (Silvia
Novello)

Expectativasen la IT (EE CC). Resultados en 2020.




Estadios localmente avanzados

No enlarged LNs Not required
and peripheral if negative
tumour LNs on PET

Adjuvant
chemotherapy
(radiotherapy)

Surgery:
unforeseen N2

No enlarged N2

nodes but central :
tumour or hilar LNs Potentially Lzrliils
resectable N2

Surgical
multidisciplinary multimodality
assessment treatment

Enlarged discrete
N2 LNs

Extensive Nonsurgical

mediastinal Not required Unresrjzzc A multimodality

N2 infiltration treatment

Eberhardt WE, etal. 2nd ESMO Consensus Conference in Lung Cancer: locally advanced stage Ill non-small-cell lung cancer. Ann Oncol
2015; 26: 1573-88




Estadios localmente avanzados: ASCO 2016

RT con protones?. No a nuestro alcance. Fase lll en
curso pero comparacion con IMRT NS.

IMRT para todos (seria deseable). Actualizacion y
planificacion tecnologia. Controles de calidad?

QT/RT concomitante como 6ptimo

Seleccion de pacientes. Escalas de valoracion geriatrica
utiles

Utilidad del seguimiento y reestadificacion periodica

Dada la heterogeneidad la informacion sistematizada
de ASCO no podra nunca sustituir la valoracién
multidisciplinaria de un Comité comprometido



Potential treatment algorithm for advanced NSCLC

Advanced NSCLC
histology

Driver mutation identified Driver mutation WT or unknown

ALK+/ROS+ e
Good PS (0-1 Poor PS (22
MET amplified EGFR Mut+ S (0-1) (22)

Platinum-based combination therapy
No SQ sQ

Platinum-based Single agent BSC
combinations A LEE DA (absence of
) activating
Bevacizumab Carboplatin Gemcitabine, EGFR
+ isplatin +gem/| 4 paclitaxel vinorelbine
platinum- vinorelbine or +

based /taxanes pemetrexed taxanes
regimen

Pemetrexed mutations)

+ cisplatin

Bevacizumab * pemetrexed

Non-Sq

Next generation targeted agents or
chemotherapy

CHEMOTHERAPY /INMUNOTHERAPY / EGFR TKI




ESTADIO IV

Estrategia terapéutica global (CPCNP)

No Escamoso
Plat-Pem o Plat-Tax-Beva4-6

Doblete Platino hasta 6 ciclos y stop
+ Necitumumab?
Nab-Paclitaxel??

Escamoso:

Erlotinib/Afatini
Docetaxel b

e

‘ Docetaxel \

DOCETAXEL + RAMUCIRUMAB




metastatico

Hitos en el tratamiento sistémico del Cancer de Pulmon

Single-agent
chemotherapy
associated
with response

No major improvement with any
one platinum-based doublet
(pacitaxel, docetaxel, gemcitabine)
demonstrated over another

Gefitinib approved for EGFR-mutant NSCLC

Pemetrexed approved in the maintenance
setting for non-squamous NSCLC

Erlotinib and afatinib approved for first-line treatment
of metastatic NSCLC with EGFR mutations

Cisplatin-based
chemotherapy
improves survival in
advanced-stage NSCLC

EGFR T790M
resistance
mutation
reported

Pemetrexed shown

to be more active

in nonsquamous

than squamous histology

Erlotinib
approved for
maintenance
therapy

Doublet chemotherapy
shown to improve
survival over single-agent
chemotherapy in patients
with a performance
status of 2

Nivolumab
approved for
second-line
treatment of
squamous-cell
lung cancer

1990s 1995

1969

2000

2002

2004

2005

Second-line
docetaxel
improves
survival

Pemetrexed approved
for second-line therapy

Identification of several
agents with activity

(e.g. taxanes, gemcitabine,
and vinorelbine)

Identification of EGFR
mutations in patients
responsive to gefitinib

2007

2006

EML4-ALK translocation
discovered in NSCLC

Erlotinib approved for
second-line therapy

Addition of bevacizumab to
first-line carboplatin plus
paclitaxel improved survival
in selected patients

2008

2009

2010

2011 2012

Crizotinib
approved for
ALK+ NSCLC

2013

2015

Ceritinib approved for patients with ALK+
metastatic NSCLC with disease progression
or intolerance to crizotinib

Crizotinib active in ROS1-rearranged NSCLC

Early reports

of activity of
antibodies
targeting the
PD-1-PD-L1 axis

Activity of third-generation EGFR TKls against
EGFR T790M while sparing wild-type EGFR

Ramucirumab approved in combination with
docetaxel for second-line therapy




Estadios avanzados/metastaticos sin mutaciones
conductoras tratables: sobrepasando la barrera de 12
meses de supervivencia

 Combinacionesbasadas en platino (histologiacomo factor de
decision)en 12 linea

* Adicionde bioldgicosdesde el inicio (Bevacizumab no-escamoso)
(Necitumumab o é¢Veliparib? en Escamoso)

e Duracion del tratamiento de mantenimiento (tiempo en
tratamiento) (pemetrexed/bevacizumab/erlotinib/sunitinib)

 Tratamientos 22 linea: citotoxicos, erlotinib,afatinib, nindetanib,
ramucirumab, selumitinib, ganetespib, inmunoterapia)

* PFSvs OS como objetivos primarios. PROs?
* Tratamiento activo de soporte precoz



Estadios avanzados/metastaticos sin mutaciones
conductoras tratables: ASCO 2016

e Tratamientos locales en la enfermedad
oligometastatica (HR 0.36) después de

tratamiento QT induccidn en pacientes
seleccionados

e Paclitaxel semanal + Beva en 2/3 L

* Organizar tratamiento soporte y accesibilidad
(via web?) (colaboracion con otras
especialidades y niveles asistenciales)




Tratamientos dirigidos a dianas genetico-
moleculares

Dianas tratables: EGFR, ALK, ROS1, BRAF, HER?2
ldentificacion, procesamiento muestra
Mecanismos de resistencia

Lineas sucesivas de tratamientos



Tratamientos dirigidos a dianas genetico-
moleculares: ASCO 2016

Heterogeneidad y biopsia liquida
NGS / CGS

EGFR:

— Rociletinib suspendido desarrollo

— Olmutinib

— Osimertinib: eficacia en T790M + vy en SNC
— ECen 12 linea (pero secuencia?)

ALK:

— Alectinib en 12 linea

— Brigatinib en 22 linea

Resultados en dianas adicionales: RET (Vandetanib) MET
(Crizotinib) BRAF (Trametinib+Dabrafenib)




Renacimiento de la Inmunoterapia

Fase de Entusiasmo Fase Escéptica Fase Renacimiento
1978-1985 1985-1997 1997-
1986 1992 2010
IEN-o IL-2 (cytokine) . 1st cellular
1985 (cytokine) approved immunotherapy
1st studywith  approved for for CA approved for CA
1976 adoptive T-cell CA
ISEsLly transferin CA
1890s with BCG in
1st CA vaccine bladder CA

developed
(Coley)

1990s

1978 Discovery of .
ad ) role of _
#9573 Discovery Discovery of A o 1997 lst.ch.ec'kpomt
of the ek inhibitors 1st mAB inhibitor
dendritic cell specific in CA approved approved
(Steinman) mABs for CA for CA

Adapted with permission from Lesterhuis W/, et al2 and Kirkwood JM, et al. J Clin Oncol. 2008;26(20):3445-3455.

BCG, Bacille Calmette-Guerin; mABs, monoclonal antibodies; CA, cancer; IFN-a, interferon alpha; IL-2, interleukin-2

3. Krummel MF, Allison JP. J Exp Med. 1995;182(2):459-465.

4. Lotze M. In: Cancer: Principles & Practice of Oncology. 9th ed. 2011.
5. Leget GA, Czuczman MS. Curr Opin Oncol. 1998;10(6):548-551.

1. Kirkwood JM, Ferrone S, et al. CA Cancer J Clin. 2012;62(5):309-335.
2. Lesterhuis WJ, Punt CJ, et al. Nat Rev Drug Discov. 2011;10(8):591-600.



Escape from immune control is a hallmark of cancer

Elimination Equilibrium Escape

Cancerimmunosurveillance Cancerdormancy Cancer progression

* Tumours avoid elimination
through the outgrowth
of tumour cells that can
suppress, disrupt or ‘escape’

the immune system
* Reduced immunogenicity

» Effective antigen
processing/presentation
+ Effective activationand
function of effector cells
— e.g. T cell activation without
co-inhibitory signals

* Genetic instability
* Tumour heterogeneity
* Immune selection

Normal cells

NK = natural killer; Treg = regulatory T cells.
Vesely M and SchreiberR. Ann NY Acad Sci. 2013;1284:1-5.



Paradigm shift with immuno-stimulatory Ab

Historical Paradigm:
Targeting Tumor Cells

New Paradigm:
Targeting Immune Cells

Tumor Cell

Lymphocyte




Stimulatory and Inhibitory Molecules During

Immune Tumor Surveillance

Priming and activation
CD28/B7.1
CD137/CD137L
0X40/0X40L
CD27/CD70

HVEM

GITR

IL-2

IL-12

Cancer antigen presentati
TNF-a

IL-1

IFN- a

CD40L/CD40

CDN

ATP

HMGB1

TLR

®)

bl

antigens

Release or cancercell 1

Immunogenic cell death

[

Chen DS, et al. Immunity. 2013;39:1-10.
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Trafficking of T cells to tumors
CX3CL1 CXCL10
CXCL9 CCL5

Infiltration of T cells into tumors
LFA1/ICAM1
Selectins

Recognition of cancercells

< by T cells
’ <6> T-cell receptor
hd
I-l
S )

\/
<& \'
Q ‘v)/ Killing of cancer cells
. IFN-y
3 T cell granule content

@




General Approaches for Cancer Immunotherapy

Peptide vaccine
DC vaccine ——
Genetic vaccine

IL-2
IFN —

IL-15 \
IL-21

Adoptive cell transfer
immunotherapy

_ TCRor CAR
T cell cloning genetic engineering



Theoretical survival with different treatment
approaches

Percent survival

Time

Bl Chemotherapy B Combination with genomically
B Genomically targeted therapy targeted agent and immune
B Immune checkpoint therapy checkpoint therapy

Cell 161, April 9, 2015



Phase 3 anti-PD1/-PD-L1 combination trials
in 1%%-line advanced NSCLC (>10,000 patients

Anti-PD-1/PD-L1

Nivolumab )
Nivolumab Nivolumab + ipilimumab Primary endpoints:
0S, PFS
CHECKMATE 227 Platinum-based chemotherapy ]
Pembrolizumab Treatment-naive non-squamous Pembrolizumab + _ e
NSCLC pemetrexed/platinum Primary endpoints:
KEYNOTE-189 N=580 Pemetrexed/platinum PES
. Treatment-naive non-squamous X
Nivolumab NSCLC ﬁ[ Nivolumab 3 mg/kg IV Q2W ] ST
CHECKMATE 026 PD-L1-positive NSCLC l»l ICC2 with potential for crossover ] RS
N=495
; Treatment-naive non-squamous =
Pembrolizumab e > (__Pembrolizumab 200mg V3w __] T
KEYNOTE-042 PD-L1-positive NSCLC 9[ ToE dhanoEEDy ) 0s
Durvalumab )
Durvalumab Advanced NSCLC Durvalumab + tremelimumab Primary endpoint:
MYSTIC N=675 PFS
SOC chemotherapy )
Durvalumab First-line metastatic NSCLC Durvalumab + Tremelimumab Primary endpoint:
NEPTUNE N=800 SOC chemotherapy ] o
Atezolizumab Stage IV non-squamous PD-L1+ Atezolizumab Primary endpoint:
Impower 110 NSCLC N=400 Carboplatin or carboplatin + PFS
pemetrexed
Atezolizumab Stage IV squamous PD-L1+ NSCLC Atezolizumab Primary endpoint:
Impower 111 N=400 Gemcitabine + cisplatinor carboplatin il
) Atezolizumab + carboplatin
Atezolizumab Stage IV non-squamous NSCLC + nab-paclitaxel Primary endpoint:
N=550 PFS
Impower 130 Carboplatin + nab-paclitaxel
Atezolizumab + carboplatin +nab-

j Stage IV squamous NSCLC e iy, Primary endpoint:
Atezolizumab £ I\ﬁlzoo Atezolizumab + carboplatin + paclitael yPFS >
Impower 131 - -

Carboplatin + nab-paclitaxel
Atezolizumab + carboplatin + paclitael
Atezolizumab Stage IV non-squamous NSCLC Atezolizumab + bevacizumab + Primary endpoint:
Impower 150 N=1200 paclitaxel + carboplatin PFS

Bevacizumab + paclitaxel + carboplatin




Inmunoterapia combinacion

COMBINATORIAL EXPLOSION

Ipilimumab, the first approved checkpoint inhibitor, has been tested in dozens of clinical trials since 2001.
And like many other drugs in its class, it is increasingly being tested in combination with other therapies.

Combination therapy US regulators approve

50 P PP |p|||mumab for treatment oo e
% . Single-drug therapy of advanced melanoma.
g 40 .......................................................................................................................................................................................................
S ) e Studies ShOW IMProved | ..
% survival in people with
N advanced melanoma.
8 20 .....................................................................................................................................................
&
>
prd

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016



Inmunoterapia: ASCO 2016

Nuevos farmacos anti-PD-1 y anti-PD-L1
Combinaciones Anti-CTL-4 y Anti-PD1/L1

Marcadores predictivos:
— Expresiéon PD-L1

— Carga mutacional (TMB)
— TIL

— Immunoscore

Combinaciones con otros tratamientos: IT/RT/QT?
Criterios de valoracion especificos
Tratamiento post-progresion?



Carcinoma microcitico

Limitaciones de los tratamientos actuales

Expectativas de tratamientos 22 linea no
confirmadas

Expansion del beneficioy de |la indicaciéon del
tratamiento con RT

Tratamientos bioldgicos dirigidos no eficaces

Tratamientos inmunoterapia especifica en
investigacion



Carcinoma microcitico ASCO 2016

RT: continua siendo relevante en estadios
iniciales

BD no superior to OD. Dosis biologicas
equivalentes?

66 Gy en BD mejor cumplimiento
Combinacion Ipilimumab + Nivolumab

ADC frente a DLL3 (Rovalpituzumab Tesirina).
DLL3 expresion > 50% factor predictivo (en
curso de validacion)




Mesotelioma

* Incidencia todavia creciente

e Controversias en la extension de la cirugia
(experiencia)

* Tratamiento QT con Platino+Inh TS
e Posibilidad mejoria con antiangiogénicos
* 2/3 L Unicamente investigacion



Mesotelioma ASCO 2016

* Expectativas en IT no confirmadas:
— Avelumab?
— Tremelimumab no eficacia en 2/3 L

Baja carga mutacional MPM?



| Componentes del valor en Oncologia |
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Impacto
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EAGs
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Umbral
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Analisis
ICER



Discussion | Cancer drug prices are rising faster than the prices
The Economics of Oncology Practice in other sectors of health care, drawing concern from pa-

nC()lOngt® tients, physicians, and policy researchers.>® We found little dif-

ference in the median wholesale price of 21 novel drugs and

The Financial Toxicity of Cancer Treatment: A Pilot Study Assessing 30 next-in-class drugs approved over a 5-year period (next-in-

q D q class drugs, $119 765; novel drugs, $116 100; P = .42). Our re-

Out-of-Pocket Expenses and the Insured Cancer Patient’s Experience sults suggest that the price of cancer drugs is independent of

S. YOUSUF ZAFAR,? JEFFREY M. PEPPERCORN,? DEBORAH SCHRAG,” DONALD H. TAYLOR,® AMY M. GOETZINGER,® XIAOYIN ZHONG,? novelty. Additionally, we found little difference in price among

AMY P. ABERNETHY® drugs approved based on time-to-event end points and drugs

VOLUME 33 - NUMBER 10 - APRIL 1 2015 approved on the basis of RR. Our results suggest that current

JOURNAL OF CLINICAL ONCOLOGY pricing m.odels are not rational but simply reflect what the
market will bear.

the NEW ENGLAND JOURNAL of MEDICINE

Can Money Really Be No Object When Cancer Care
Is the Subject?

Leonard B. Saltz, Memorial Sloan Kettering Cancer Center, New York, NY
VOLUME 34 - NUMBER 7 - MARCH 1, 2016 Measuring the Value of Prescription Drugs

New Math on Drug Cost-Effectiveness

The Value of Considering Cost, and the Cost of Peter B. Bach, M.D., M.A.P.P.
Not Considering Value

Leonard B. Saltz, Memorial Sloan Kettering Cancer Center, New York, NY

Journal of Economic Perspectives—Volume 29, Number I—Winter 2015—Pages 139-162

High Cancer Drug Prices in the United States: Reasons and

Proposed Solutions Pricing in the Market for Anticancer

By Hagop Kantarjian, MD, David Steensma, MD, Judit Rius Sanjuan, Adam Elshaug, MPH, PhD, Drugs
and Donald Light, PhD
David H. Howard, Peter B. Bach, Ernst R. Berndyt,
and Rena M. Conti
20153519557 i 0113815578 Ptahd 7O 2079 A standardised, generic, validated approach to stratify
the magnitude of clinical benefit that can be anticipated
® NEWS from anti-cancer therapies: the European Society
for Medical Oncology Magnitude of Clinical Benefit
Rising drug prices drive US manufacturers’ revenues, Scale (ESMO-MCBS)

analysis finds
N. I. Cherny", R. Sullivan?, U. Dafni3, J. M. Kerst4, A. Sobrero®, C. Zielinski®, E. G. E. de Vries’
& M. J. Piccart®?

Michael McCarthy



Approaching Patient’s Outcomes and cost-effectivenes
and cost-utility in research: the future, the needs

Advise Us as to What PCORI

Should Study: Review Proposals and

Partner in Research

What questions are most important?

Review research proposals for impact
(research prioritization)

and patient-centeredness

What outcomes should be studied? RIS Participate in conducting research
(topic generation) and
Stakeholders

Tell Us How We Are Doing Help Us Share the Findings

How can we improve on what we are doing

and how we are doing it? How do we best communicate

important research findings?

Achieving health equity via ACA. IOM NAP 2015

A Call for Value in Cancer Research

JAMA Oncology January2016 Volume 2, Number1

Hospitals and heathcare networks

\

Personal

health
records

ﬂ/
ﬂ )
ﬁ Patients

© 2010 American Association for Cancer Research

Offices and clinics

Researchers centers
and networks

Researchers servil

A focus on both the empirical study and actual
practice of value-driven research will accelerate
efforts to lower research costs and increase the body

of knowledge derived from scarce research funding

CCR Focus AR




Annals of Oncology 26: 1547-1573, 2015
doi:10.1093/annonc/mdv249
Published online 30 May 2015

A standardised, generic, validated approach to stratify
the magnitude of clinical benefit that can be anticipated
from anti-cancer therapies: the European Society

for Medical Oncology Magnitude of Clinical Benefit
Scale (ESMO-MCBS)

N. I. Cherny™, R. Sullivan?, U. Dafni®, J. M. Kerst?4, A. Sobrero®, C. Zielinski®, E. G. E. de Vries’
& M. J. Piccart®9

Table 2. Maximal preliminary scores

Treatments with curative intent (form 1) ESMO MCBS evaluation
>5% improvement of survival at >3-year follow-up
Improvements in DFS alone HR <0.60 (primary end point) in studies Curative Non-curative
without mature survival data
Treatments with non-curative intent (form 2)
Primary outcome OS (form 2a)
Control <12 months
HR <0.65 AND gain >3 months OR
Increase in 2-year survival alone >10%

Control >12 months
HR <0.70 AND gain >5 months OR

Increase in 3-year survival alone >10% Curative-Evaluation form 1: for new approaches to adjuvant

Primary outcome PFS (form 2b) therapy or new potentially curative therapies

Control <6 months _ . .
HR <0.65 AND gain >1.5 months Non-curative-Evaluation forms 2a, b or c: for therapies that are
Control >E months - not likely to be curative

HR <0.65 AND gain >3 months




ASCO Value Framework Updated

Step 1: Determine the regimen’s CLINICAL BENEFIT

Step 3: Determine Bonus Points

1.A. Is hazard ratio (HR) YES. Assign an HR Score for death by subtracting the HR from 1, and then HR Score
for death reported? multiplying the result by 100. Write this number in the box labeled “HR Score (death)
(death).” Proceed to 1.F.
No. Proceed to 1B.
1.B. If HR for death is not YES. Assign an OS Score by calculating the percentage (ie, fractional) difference in | OS Score
reported, is median overall | median overall survival between the two regimens and multiply the result by 100.
survival (OS) reported? Write this number in the box labeled “OS Score.” Proceed to 1.F.
NO. Proceed to 1.C.
1.C. If OS data are not YES. Assign an HR Score for disease progression by subtracting the HR from 1, HR Score

reported, is hazard ratio

(HR) for disease

progression reported?

multiplying the result by 100, and then multiplying this number by 0.8. Write this
number in the box labeled “HR Score (progression).” Proceed to 1.F.

NO. Proceed to 1.D.

(progression)

3.A. TAIL OF THE CURVE.
Identify the time point on

YES. If yes, award 20 points if the improvement is in OS, and 16 points (0.8 x 20) if | Tail of the
the improvement is in PFS, and place this number in the box labeled “Tail of the

Curve Bonus

the survival curve that is 2X | Curve Bonus Points.” Proceed to Step 3.B. Points

the median OS (or PFS) of the|
comparator regimen. Is

there a 50% or greater
improvement in proportion
of patients alive with the test
regimen at this time point
(assuming > 20% surviving
with standard)?

NO. No bonus points are awarded. Proceed to Step 3.B.

3.B. PALLIATION BONUS. Is | YES. If a statistically significant improvement in cancer-related symptoms is
reported for the regimen being evaluated, award 10 points, and place this number | Bonus
related symptoms reported? | in the box labeled “Palliation Bonus.” Proceed to Step 3.C.

an improvement in cancer-

Palliation

NO. No bonus points are awarded. Proceed to Step 3.C.

1.D. If HR for disease YES. Assign a PFS Score by calculating the percentage (ie, fractional) difference in PFS Score
progression is not median progression-free survival between the two regimens and multiply the result
reported, is median by 100. Multiply this number by 0.8. Write this number in the box labeled
progression-free survival “PFS Score.” Proceed to 1.F.
(PFS) reported?
NO. Proceed to 1.E.
1.E. If median PFS is not YES. Assign an RR Score by adding the complete response (CR) and partial response | RR Score
reported, is response rate | (PR) rates, multiply by 100, then multiply this number by 0.7. Write this number in
(RR) reported? the box labeled “RR Score.” Proceed to 1.F.
1.F. Calculate the Clinical Insert the score for HR death, HR PFS, median OS, or median PFS. Clinical

Benefit Score

Note: You should have a score for only 1 of the clinical benefit scales above.
Write the total in the box labeled “Clinical Benefit Score.” Proceed to Step 2.

Benefit Score

Step 2: Determine the regimen’s TOXICITY

3.C. QoL BONUS. Is an
improvement in QoL
reported?

YES. If a statistically significant improvement in QoL is reported for the regimen
being evaluated, award 10 points, and place this number in the box labeled “QoL
Bonus.” Proceed to Step 3.D.

QoL Bonus

NO. No bonus points are awarded. Proceed to Step 3.D.

Does the new
regimen represent an
improvement in
toxicity over the
standard of care/
comparator?

For each of the regimens being assessed, compare the number and frequency of clinically
relevant toxicities, and assign a Toxicity Score) as shown below. Each clinically meaningful
toxicity (ie, exclude laboratory results only) is assigned a score between 0.5 and 2.0

based on grade and frequency: For every grade 1 or 2 toxicity with a frequency < 10%,
record 0.5 points. For every grade 1 or 2 toxicity with a frequency = 10%, record 1.0 points.
For every grade 3 or 4 toxicity with a frequency < 5%, record 1.5 points. For every grade

3 or 4 toxicity with a frequency > 5%, record 2.0 points.

Calculate the total number of toxicity points for each regimen. Calculate the percentage
difference in total toxicity points between the two regimens, then multiply by 20 to obtain
a toxicity score. If the regimen being evaluated is more toxic than the comparator, subtract
the toxicity score of the regimen from the clinical benefit score. If the regimen is less toxic
than the comparator, add the toxicity score of the regimen to the clinical benefit score. If
there are unresolved symp ic tr elated icities at 1 year after

completion of treatment, subtract 5 additional points from the clinical benefit score. The
maximum points that can be awarded is 20. Proceed to Step 3.

Toxicity
Score

3.D. TREATMENT-FREE

YES. If a statistically significant improvement in treatment-free interval is reported | Treatment-

INTERVAL BONUS. Are data | for the regimen being evaluated, multiply the percentage improvement by 20 and | Free Interval

related to treatment-free
interval reported?

award points. Proceed to 3.E. Bonus

NO. No bonus points are awarded. Proceed to Step 3.E.

3.E. Calculate Total Bonus

Add the Palliation Bonus Points (Step 3.A), the Treatment-Free Interval Bonus

Total Bonus

Points Points (Step 3.B), and the QoL Bonus Points (Step 3.C.). Write this number in the Points

box labeled “Total Bonus Points.” The maximum points available for Bonus Points
is 60. Proceed to Step 4.
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Step 4: Determine the regimen’s NET HEALTH BENEFIT

Calculate the Net Health Add the Clinical Benefit Score (Step 1), Toxicity Score (Step 2), and Bonus Points Net Health
Benefit (Step 3). This yields a Net Health Benefit Score. Write this number in the box Benefit

labeled “Net Health Benefit.” Proceed to Step 5.

Step 5: Determine the regimen’s COST

Insert the drug acquisition cost (DAC) and patient co-pay based on how much the treatment

regimen costs per month.

Cost (per month)
DAC:

Patient Payment:

Step 6: Summary Assessment: Advanced Disease Framework

Clinical Benefit Toxicity Bonus Points

Net Health Benefit

Cost (per month)

DAC:
Patient Payment:
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AUS CHI IND SA UK us
Median generic monthly prices (US$) 226 532 159 120 458 654
Median patented monthly prices (US$) 2,741 3,173 1,515 1,708 2,587 8,694
GDPcap (US$) 46,550 13,324 5,808 13,094 39,826 54,370
Generic Median monthly price as % of GDPcap 3 48 33 11 14 14
Patented Median monthly price as % of GDPcap 71 288 313 157 78 192
DHCC in each country in Euros (€) per capita adjusted for purchasing power parity (PPP) in 2014.
<100 €/ capita 100-200 €/ capita >200 €/ capita
Bulgaria / 66 Cyprus /105 Austria / 266
Croatia / 81 Denmark / 163 Belgium / 227
Czech Republic / 91 Finland / 125 France /212
Estonia /69 Greece /127 Germany / 265
Latvia /62 Hungary / 105 Luxembourg / 323
Lithuania/ 79 Ireland / 164 Netherlands / 264
Poland / 81 ltaly / 161 Sweden /223
Portugal / 81 Malta / 134
Romania /55 Slovakia / 107
Slovenia/ 139
Spain/129

United Kingdom / 136




Coste-utilidad: Spain Post-ASCO 2016

W Bartomeu Massuti @bmassutis - Jun 18 View translation &
El umbral de coste-efectividad espafol esta entre 20.000 y 25.000

euros diariofarma.com/2016/06/16/el-...
Coneste umbral C/E Txs oncologicos no caben

-y
-':' f‘

El umbral de coste-efectividad espaiiol esta entre 20.000 y 25.000 eur...

El umbral de coste-efectividad en Espafna no se habia determinado hasta
ahora, pero un estudio coordinado por la experta en Economia de la Salu...

diariofarma.com




No basta saber, se debe también aplicar...

No es suficiente querer, se debe también
hacer...

W. Goethe







LO SUYO w0 €STA CUBIERTD POR LA POLIZA , PERO LE
PODEMOS TRATAR DE ALGD mMAS ECONOMICO

\




Ben agrait
Muchas gracias

bmassutis@seom.org

igk @bmassutis




