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Paradigm Shift

oTraditional models:
e Based on EBM: NCCN Guidelines
* Based on cost-effectiveness: NICE.
oNew models:

e Based on outcomes: ESMO MCBS
e Based on value: ASCO

Value = Outcomes Achieved
Cost

Price is what yoy :
pay. Value is
you get. what
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American Society of Clinical Oncology Perspective:

Recommendations for clinically ﬁ;;ﬁ%;fgl%‘;ffgnﬂ;“'cal Trials by Defining Clinically

m e a n i n f u I O u tco m e S Lee M. Ellis, David 8. Bernstein, Emile E. Voest, Jordan D. Berlin, Daniel Sargent, Patricia Cortazar,
g Elizabeth Garrert-Mayer, Roy S. Herbst, Rogerio C. Lilenbaum, Camelia Sima, Alan P. Venook, Mithat Gonen,
Richard L. Schilsky, Neal |. Meropel, and Lowell E. Schnipper

Published Ahead of Print on March 17, 2014 as 10.1200/JC0.2013.53.8009
The latest version is at http:/fjco.ascopubs.orgl/cgi/doi/10.1200/JC0.2013.53.8009

Minimum meaningful incremental improvement is an HR of <0.8
and median OS improvement from 2.5 to 6 months

New regimens that are substantially more toxic than current
standards should also produce the greatest increments in OS

Table 1. Summary of Recommended Targets for Meaningful Clnical Trial Goals
Pnmary End Pomnt Secondary End Point
Improvement Over Current OS5 mprovement in iImprovement
Current Baseline That Would Be Clinically 1-Year Surviva n PFS
Cancer Type Patient Population Median OS (months) Meaningful imonths) Terget HAs  Rate (%) (months)

Pancreatic cancer FOLFIRINOX-elighle patents 10to 11" 4105 0670069 48 —63 405
Pancreatic cancer Gemcitabine or gemcitabinadab-paclitaxel- &1to g7 3tod 0.6t 0.75 35 —+50 304

eligible patients
Lung cancer Nonsguamous cell carcinoma 1 3.25t04 076008 53 — 61 4
Lung cancer Squamous cell carcinoma 107 25103 077008 44 —+ 53 3
Breast cancer Metastatic tnple negative, previously 15743 45106 0.75t0 08 63 -7 4

untreated for metastatic disease
Colon cancer Disease progression with all prior therapees 410 6% 3t05 067 10 0.67 25— 35 31056

lor not a candidate for standard second-

or tharddine options)




Cost of Cancer Care is Rising

Figure LCO2: Estimates of national expenditures for
cancer care in 2010 (in billions of dollars) by cancer site and phase of care

Female Breast

Colorectal

Lymphoma

Lung

Prostate

Leukemia

Ovary

Bram_:l:J
1

Bladder

Kidne h:l:l
i -

Head and Nec
B Initial care

Uterus it
Melanoma inui

O Continuing care

Pancreas O Last year of life _ |l
Stomach
Cervix

Esophagus}]:]
All Other Sites [T | |
L] T
] 5

T T T

10 15 20 25

Expenditures (billion)

Source: Mariotto AB, Yabroff KR, Shao Y, Feuer EJ, Brown ML. Projections of the cost of ¢}

care in the U.S.: 2010-2020. J Natl Cancer Inst 2011; 103(2):117-28.

Cancer Prevalence and Cost of Care Projections: http://costprojections.cancer.gov/
Cost estimates expressed in 2010 dollars using CMS cost adjusters and adjusted for out- of
pocket expenditures, including co-payments and deductibles.
Estimates for the population younger than 65 were developed using ratios of cost in the you
than 65 and older 65 populations from studies conducted in managed care populations.
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— $125 billion in 2010

— $175 billion in 2020
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Monthly and Median Costs of Cancer Drugs as the Time of FDA Approval
1965-2013
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ASCO Value in Cancer Care Task Force

Established in 2007 as the Cost of Care Task Force to define
the challenges related to the cost of cancer care and
develop strategies to address these challenges in the
context of ASCO’ s mission

Goals:

e |ncrease physician education and guidance about cost

e |ncrease patient education and assistance regarding cost
e Promote high-value medical decision-making

e Assess the value of cancer care
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ESMO-MCBS

* Necesidad.

clinico.

Annals of Oncology

Annals of ()nCOJ'Oij 28: 2901 ~2905, 2017 Annais of Oncology 26: 1647-1573, 2016
. E = doi: 10,1093/ nc/mav249
doi:10.1093/annonc/mdw258 PSI;‘\shed oqli!:;o N?y 2015

Version 1.1 1.0
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. Sullivan2, U. Dafni3, J. M. Kerst4, A. Sobrero5, C. Zielinski®, E. G. E. de Vries”
& M. J. Piccart8®

Valor en funcion de eficacia, toxicidad y coste. Definir y clasificar Beneficio

Entorno con recursos limitados y costes crecientes.
Nacimiento con vocacidon de herramienta dindamica.

Asunciones: “Vivir mas y mejor”: OSy QoL
* Escenario de curabilidad

* Escenario de incurabilidad: Variables subrrogadas NO TAN CLARAS.

magnitud.

Grados de beneficio: *A, By C.

Generacion de 4 + 1 grupos diferentes segun escenario, variable evaluada y su

*5.4,3,2y 1.



FORM: 1

ESMO-MCBS
Adjuvant

Curative

A and B: Grades with substantial
improvement

Grade A

>5% improvement of survival at 23 years follow-up

Improvements in DFS alone (primary endpoint) (HR <0.65) in studies without mature survival data

——

Grade B

2 3% but S 5% improvement at 23 years follow-up

Improvement in DFS alone (primary endpoint) (HR 0.65 - 0.8) without mature survival data

Non inferior OS or DFS with reduced treatment toxicity or improved Quality of Life (with validated
scales)

Non inferior OS or DFS with reduced treatment cost as reported study outcome (with equivalent

outcomes and risks)

Grade C

<3% improvement of survival at 2 3 years follow-up

Improvement in DFS alone (primary endpoint) (HR >0.8) in studies without mature survival data
N\

Improvements i pCR (primary endpoint) by >30% relative AND >15% absolute gain in
studies without survival data




FORM 2a:0S If median OS with the standard treatment is < 12 months

ESMO-MCBS

Non-curative

5and 4:
Grades with substantial
improvement

Grade 4

HR <0.65 AND Gain 23 months

Non-curative

Increase in 2 year survival 210%

Grade 3

Quality of Life assessment /grade 3-4 toxicities assessment”

| Does secondary endpoint quality of life show improvement

HR <£0.65 AND Gain >2.0, <3 months

rade 2
Grade

HR <0.65 AND Gain >1.5, <2.0 months

HR >0.65-0.70 AND Gain >1.5 months

Grade 1

"HR >0.70 OR Gain <1.5 months

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

*This does not include alopecia, myelosuppression, but rather chronic nausea, diarrhoea, fatigue, etc.
Adjustments
Upgrade 1 level if improved quality of life and/or less grade 3-4 toxicities impacting daily well-

being are shows
2. M there is { long term plateau)in the survival curve, and OS advantage continues to be observed
at 5 year, alds.score according to form 1 (treatments with curative potential) and present both

scores i.e. A/4




FORM 2a:0S If median OS with the standard treatment is > 12 months < 24 months

Grade 4

HR £0.70 AND Gain 25 months

Non-curative

tcrease in 3 year survival alone 210%

Grade 3

‘T-m £0.70 AND Gain >3-<5 months

Quality of Life assessment /grade 3-4 toxicities ass«

Does secondary endpoint quality of life show improvement

Grade 2

5 and 4:

Grades with substantial = HR <0.70 AND Gain >1.5-<3 months

Improvement HR >0.70-0.75 AND Gain >1.5 months

Grade 1

|:-m > 0.75 OR Gain <1.5 months

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

*This does not include alopecia, myelosuppression, but rather chronic nausea, diarrhoea, laligu-e. etc.
Adjustments

Upgrade 1 level if improved quality of life and/or less grade 3-4 toxicities impacting daily well-

being are shows
If there is i long term plateau)in the survival curve, and OS advantage continues to be observed
at 5 year, alds.score according to form 1 (treatments with curative potential) and present both

ESMO-MCBS
Non-curative



FORM 2a:0S  If median OS with the standard treatment is > 24 months E S I\/l O - I\/I C B S

Grade 4

e — Non-curative

Increase in 5 year survival alone 210%

Non-curative

Quality of Life assessment /grade 3-4 toxicities ass«

Grade 3 I Does secondary endpoint quality of life show improvement

HR $0.70 AND Gain 26-<9 months Are there statistically significantly less grade 3-4 toxicities impacting on daily well-being*

*This does not include alopecia, myelosuppression, but rather chronic nausea, diarrhoea, laligu-e. etc.

Grade 2 Adjustments

5 and 4:

Grades with substantial ur<o.70 AND Gain >4-<6 months L. Upgrade 1 level if improved quality of life and/or less grade 3-4 toxicities impacting daily well-
H being are shows
improvemen
proveme t HR >0.70-0.75 AND Gain >4 months 2. If there is i long term plateau)in the survival curve, and OS advantage continues to be observed
at 5 year, alds.score according to form 1 (treatments with curative potential) and present both
scores i.e. A/4

Grade 1

HR >0.75 OR Gain <4 months



ESMO-MCBS
Non-curative

FORM 2 b : PFS IF with median PFS with standard treatment <6 months

Grade 3

HR <0.65 AND Gain 21.5 months

Grade 2

HR <0.65 BUT Gain <1.5 months

IF median PFS with standard treatment >6 months

Grade 1

HR >0.65 Grade 3 \

Non-curative \ HR <0.65 AND Gain =3 months

Grade 2

HR <0.65 BUT Gain <3 months

Grade 1
HR >0.65 /
N i

5 and 4: Grades with substantial improvement



ESMO-MCBS

FORM 2b: PFS

Early stopping or crossover

Non-curative

Did the study have an early stopping rule based on interim analysis of survival? I

Was the randomization terminated early based on the detection of overall survival advantage
at interim analysis?

(if the answer to both is “yes”, then see adjustment “a” below)

Toxicity assessment

Non-curative

Is the new treatment associated with a statistically significant incremental rate of:

«toxic» death >2%

Cardiovascular ischemia >2%

Hospitalization for «toxicity» >10%

Excess rate of severe CHF >4%

Grade 3 neurotoxicity >10%

5 and 4: Grades with substantial improver

Severe other irreversible or long lasting toxicity >2% please specify:
nent

(Incremental rate refers to the comparison versus standard therapy in the control arm)

Quality of life/ grade3-4 toxicities assessment

Was quality of life (Qol) evaluated as secondary outcome?

Does secondary endpoint quality of life show improvement

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




FORM 2b: PFS

ESMO-MCBS
Non-curative

Adjustments

a)
b)
<)
d)
e)
f)

When 0S as secondary endpoint shows improvement, it will prevail and the new scoring will be done
according to form 2a

Downgrade 1 level if there is one or more of the above incremental toxicities associated with the new
drug

Downgrade 1 level if the drug ONLY leads to improved PFS (mature data shows no OS advantage) and
QOL assessment does not demonstrate improved Qol

Upgrade 1 level if improved quality of life or if less grade 3-4 toxicities that bother patients are
demonstrated

Upgrade 1 level if study had early crossover because of early stopping or crossover based on detection
of survival advantage at interim analysis

Upgrade 1 level if there is a long term plateau in the PFS curve, and there is >10% improvement in PFS at

1 year




2¢; No OS nor PFS or equivalence trials
O - Primary outcome is Toxicity or Quality of life AND Non-inferiority Studies

MCBS o

Reduced toxicity or improved QoL (using validated scale) with evidence for

Grade 3

statistical non inferiority or superiority in PFS/OS
Non-curative Improvement in some symptoms (using a validated scale) BUT without

evidence of improved overall QoL

Primary outcome is Response Rate

Grade 2

RR is increased >20% but no improvement in toxicity/QolL/PFS/OS

5 and 4: Grade 1

Grades with substantial

. 0as 0 i rement i dcity /08
improvement RR is increased <20% but no improvement in toxicity/QoL/PFS/O




FORM 3: Single-arm studies in orphan diseases and for diseases with “high unmet need”
when primary outcome is PFS or ORR Grade 3 ESMO-MCRBS

A istrens | s 26 months Non-curative

" Siamd 2 . " . ORR (PR+CR) >60%
Downgrade 1 level if there are >30% grade 3-4 toxicities impacting on daily well-being* (PRCR)

Upgrade 1 level if improved quality of life

" R " ORR (PR+CR) >20 <60% AND Durati f 9 th
Upgrade 1 level for confirmatory, adequately sized, phase 4 experience ( )2 RSN CEINEYNRO LN SN

L

Non-curative

Grad
PFS >3- <6 months

ORR (PR+CR) >40 <60%

ORR (PR+CR) >20 <40% AND Duration of response >6 months <9 months

Grade 1

5and 4: !
. . PFS 2-<3 months
Grades with substantial
im provement ORR (PR+CR) >20 <40% AND Duration of response <6 months

ORR (PR+CR) >10 <20% AND Duration of response >6 months



SPECIAL ARTICLE

ESMO-Magnitude of Clinical Benefit Scale version 1.1

N. . Cherny'™, U. Dafni?, J. Bogaerts®, N. J. Latino®, G. Pentheroudakis®, J-Y. Douillard*, J. Tabernero®,
C. Zielinski’, M. J. Piccant® & E. G. E. de Vries®

Amendment: New criteria for grade C have been inserted ‘Improvements in pCR
(pathological complete remission) alone (primary end point) by 230% relative gain
AND >15% absolute gain in studies without mature survival data’

Amendment: The prognostic stratification for form 2a has been revised, v1.1
incorporates a three-level prognostic stratification: <12 months, >12 to <24 months,
and >24 months. The >24-month stratification is introduced to achieve maximal score
if either: HR £0.70 AND Gain =9 months or increase in 7-year survival of >10%.

Amendment: There is a new adjustment to the preliminary scoring: ‘If there is a long-
term plateau in the survival curve, and OS advantage continues to be observed at

5 years (or 7 years for diseases with median survival >24 months), also score
according to form 1 (treatments with curative potential) and present both scores, i.e.
A4




ESMO-MCBS: New tool at the European level

* ESMO-MCBS:

Well-validated tool to stratify the magnitude of
clinical benefit for new anti-cancer treatments and is
applicable over a full range of solid tumours. Based
on the data derived from well-structured phase |l
clinical trials or meta-analyses, the tool uses a
rational, structured and consistent approach to
derive a relative ranking of the magnitude of benefit
that can be anticipated from any new treatment.
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