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Ongelmanasettelu Il

Despite considerable improvements in outcomes, 1
in 3 people with cancer will not survive more than 5
years.

Cancer in the EU — still the unbeaten disease'

- " Tl 75 billion
2.45 million | .23 million | 26 billion :
. Euros in
new cases deaths Euros in "
er year er year total costs
PEry PEr yee costs
1in 3 people with cancer today will not survive more than 5 years? Patrick Hopkinson, Bristol
Myers Squibb 2016,
Mete: all figures alewve are for all trpes and stages of cancer WWW.ema.europa.eu

1. Luengo-Fernandez 2013
2. SEER Cancer Statistics 2014.
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Ongelmanasettelu llI

Availability of evidence of benefits on overall survival and quality
of life of cancer drugs approved by European Medicines Agency:
retrospective cohort study of drug approvals 2009-13

Courtney Davis,' Huseyin Naci,” Evrim Gurpinar,” Elita Poplavska,’ Ashlyn Pinto,”
Ajay Aggarwal*®

Conclusions

This systematic evaluation of oncology approvals by
the EMA in 2009-13 shows that most drugs entered
the market without evidence of benefit on survival or
guality of life. At a minimum of 3.3 years after market
entry, there was still no conclusive evidence that
these drugs either extended or improved life for most
cancer indications. When there were survival gains
over existing treatment options or placebo, they were
often marginal.

thelbmyj | BEMT2017:35954530 | doi- 10.1136/bm; j4530

WHAT THIS 5TUDY ADDS

Most new oncology drugs authorised by the EMA in 2009-13 came onto the
marketwithout clear evidence that they improved the quality or quantity of
patients’ lives

After market entry, cancer drugs rarely show benefits on overall survival or
guality of life in randomised trials

When survival gains over available treatment alternatives are shown, they are
not always clinically meaningful

effectiveness

PROs {HRGoL. symptom burden,
Tx adherence, Tx satisfaction), long-term
Real world data - sal . quality of survival
{observational Patient benefit [N __fei’_q il
studies and pt
registries)
. Long-term survival
- Real-world Economic *’“’;P:;“_;::;:;":‘""‘
value indirect unmpar'istl:uns,
budget impact model,

cost-effectiveness
analyses
Burden of
diseasefiliness,
caregiver burden,
morbidity and
associated costs Burden of Relative value NIl
disease demonstration [
Relative value
comparing %
Economic improvement in 1-year

survival and monthly
Tx costs ws anticancer

value of
biomarker analogues

Patrick Hopkinson, Bristol Myers Squibb 2016, www.ema.europa.eu

e Kenen kannalta hyotya
tarkastellaan?

 Potilas vs. yhteiskunta vs.
omaiset vs. kaytossa olevat
muut hoitovaihtoehdot?

* "Paljonko lisaaika saa

maksaa?”’ ,,
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Vastauksia

e Syovan hoidon tavoitteet
o Tutkimuksissa kaytetyt syovan hoidon tehon mittarit, ”’paatemuuttujat™

o HyOty-/haitta -suhde vs. relative effectiveness - tulosten yleistaminen
tutkimuksista potilaaseen?

e Syovan hoidon haittojen mittaaminen

o Potilaiden odotukset ja yksilon seka hoitavan laakarin nakokulma
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Syovan hoidon tavoitteita

o Kasvaimen syntymisen estaminen - preventio

o Kasvaimen havittaminen kokonaan - kuraatio

e Kasvaimen kasvun, leviamisen ja uusimisen estaminen - liitannaishoito
e Oireiden vahentaminen - palliatiivinen hoito

—> Tavoite maarittaa hyodyn mittarit

-> Mutta onko naiden valissa my0s jotain, ja mihin verrataan?
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Tehon mittarit tutkimuksissa |: kokonaiselossaolo
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Fig 3. Hazard ratios and 95% Cls for death in stage |l patients administerad
oxaliplatin plus fluorouracil and leucovorn compared with stage 1l patients
administerad fluorouracil and leucovorin (FL) according to baseline prognostic
factors (intent-to-treat population). Analyses were conductad using Cox regres-
sion modeling. CEA, carcincembryonic antigen.

”Time-to-event” -
voldaan tarkastella

kokonaiselossaoloajan

mediaania
kummassakin
hoitoryhmassa

Liitannaishoitotutkimuk
sissa tal kuratiiviseen

hoitoon tahtaavissa

tutkimuksissa voidaan
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osuuksia tiettyna
ajankohtana

HR=Hazard
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Tehon mittarit tutkimuksissa |: kokonaiselossaolo
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e Miten elossaolotuloksia sovelletaan tosielamassa?
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Tehon mittarit tutkimuksissa Il: RFS/DFS/PFS
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Eggermont NEJM 2014

Kokonaiselossaolotiedon saaminen kestaa
kauan joissakin tautityypeissa - eika kaikissa
mahdollistakaan

DFS=disease free survival
RFS=recurrence free survival

PFS=progression free survival, ’etenemisvapaa
elossaoloaika”, “time from randomisation to
objective disease progression, or death from
any cause, whichever occurs first”

”Composite end points”

Uusiutuman tai sairauden etenemiseen
toteamiseen kaytettava yleisesti hyvaksyttyja

kriteereja (RECIST etc.)
* YKSILOLLISEN
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Tehon mittarit tutkimuksissa lll: vaste

e Hoidon vastetta mitataan yleensa tosielamassa radiologisin ja kliinisin
perustein -> jos kasvain pienenee tai pysyy ennallaan, potilas hyotyy (?)

» Tutkimuksissa kaytettava standardoituja mittareita (RECIST-kriteerit,
RAI}I(O_—krl%_eerlt, BMT etc.) ja mitattavat muutokset valitaan naiden
mukaisesti

* CR (taydellinen hoitovaste), PR (osittainen hoitovaste), SD (stabiili
tautitilanne), PD (eteneva tautitilanne)

 Tutkimuksissa tarkastellaan yleensa vasteosuuksia i.e. osuutta
hoitoryhman potilaista, jotka saavat joko CR:n tai PR:n

e Uusien laakkeiden kohdalla alustava tehon mittari, mutta el korvaa

elossaolodataa
* YKSILOLLISEN
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Tehon mittarit tutkimuksissa Ill: onko vasteesta
hyotya?

| A Before treatment 2 months after treatment

Fig 2 A 3B-yearold man with BRAF
mutant melanoma and miliary, subcutane-
ous metastatic deposits. Photographs were

initiati Results
taken (A) before initiation of PLX"‘]'OS‘Q- (B) Of 15 patients. eight achieved complate remissions (CRs), four achieved partial ramissions,
after 15 weeks of therapy with PLX4032, ona had stable lymphoma, and two wara not evaluable for response. CRs wera obtained by
and (C) after relapse, after 23 weeks four of saven evaluable patients with chemotharapy-refractory DLECL; three of these four CRs
of therapy ara ongaing, with durations ranging from 9 to Z2 months. Acute toxicities including fever,

hypotension, delirium, and other neurclogic toxicities occurred in soma patients after infusion
of anti-CD19 CAR T calls; thesa toxicities rasolved within 3 weeks after cell infusion. Cne patient
Wagle etal JCO 2011 diad suddenly as a result of an unknown cause 16 days after call infusion. CAR T cells weara

detected in the blood of pationts at peak levels, ranging from nine to 777 CAR-positive T callsfel.

Kochenderfer et al JCO 2015

* On, jos vaste kestaa - sy0pa tappaa yleensa edetessaan
e Mutta enté jos sairaus eteneekin nopeammin sitten, kun vaste menetetaan?

e Enta jos osa potilaista saa erittain hyvan vasteen, mutta osalla sairaus
eteneekin nopeammln? * YKSILOLLISEN
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Hyodyn kvantifiointi - ESMO clinical benefit scale

e Kiinteille kasvaimille ESMO MCBS Evaluation
tarkoitettu tyovaline Curative Non-curative

 OS/PFS/RR gain + adjustments

e Form 2a (OS primary), Form 2b
(PFS or TTP), Form 2c (QoL,

toxicity, RR)
Curative - Evaluation form 1: for new approaches to adjuvant therapy or new

(] ASCO n VaStaava tyoval i n e potentially curative therapies
h u O m i O i myos ku Stan n u kset Lﬂ:l:::rl.::‘ive - Evaluation forms 2a, b or c: for therapies that are not likely to

1

Cherny et al. Ann Oncol (2015) 26 (8): 1547-1573.
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Tehon mittarit tutkimuksissa IV: haitat ja elamanlaatu

» Tehokkaalla syévan hoidolla on aina
my0s haittoja

« Haittavaikutukset raportoidaan
tutkimuksissa standardoidusti,
mutta vastaako tilanne tosielamaa?

 HRQoL=health related quality of life

e Elamanlaatumittarit: yleiset,
tautikohtaiset potilaskohtaiset

e Uuden ladkkeen hyvaksynnan
kannalta supportiivista tietoa

YKSILQLLISEN
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Palliatiivinen hoito ja sen hyoty?

Early Palliative Care for Patients with
Metastatic Non—Small-Cell Lung Cancer

Jennifer S. Temel, M.D., Joseph A. Greer, Ph.D., Alona Muzikansky, M.A.,
Emily R. Gallagher, R.N., Sonal Admane, M.B., B.S., M.P.H,,
Vicki A. Jackson, M.D., M.P.H., Constance M. Dahlin, A.P.N.,
Craig D. Blinderman, M.D., Juliet Jacobsen, M.D., William F. Pirl, M.D., M.P.H.,
J. Andrew Billings, M.D., and Thomas J. Lynch, M.D.
N Engl ] Med 2010;363:733-42.

BACKGROUND

Patients with metastatic non—small-cell lung cancer have a substantial symptom
burden and may receive aggressive care at the end of life. We examined the effect

of introducing palliative care early after diagnosis on patient-reported outcomes
and end-of-life care among ambulatory patients with newly diagnosed disease.

RESULTS
Of the 151 patients who underwent randomization, 27 died by 12 weeks and 107
(86% of the remaining patients) completed assessments. Patients assigned to early
palliative care had a better quality of life than did patients assigned to standard
care (mean score on the FACT-L scale [in which scores range from 0 to 136, with
higher scores indicating better quality of life], 98.0 vs. 91.5; P=0.03). In addition,
fewer patients in the palliative care group than in the standard care group had
depressive symptoms (16% vs. 38%, P=0.01). Despite the fact that fewer patients in
the early palliative care group than in the standard care group received aggressive
end-of-life care (33% vs. 54%, P=0.05), median survival was longer among patients

receiving early palliative care (11.6 months vs. 8.9 months, P=0.02).
FI'\JII.UI.I.ISEN
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Palliatiivinen hoito ja sen hyoty?
Patients’ Expectations about Effects
of Chemotherapy for Advanced Cancer

Jane C. Weeks, M.D., Paul J. Catalano, Sc.D., Angel Cronin, M.S.,
Matthew D. Finkelman, Ph.D., Jennifer W. Mack, M.D., M.P.H.,
Nancy L. Keating, M.D., M.P.H., and Deborah Schrag, M.D., M.P.H.

M Engl ] Med 2012;367:1616-25.

RESULTS
Overall, 69% of patients with lung cancer and &1% of those with colorectal cancer
did not report understanding that chemotherapy was not at all likely to cure their
cancer. In multivariable logistic regression, the risk of reporting inaccurate beliefs

CONCLUSIONS

Many patients receiving chemotherapy for incurable cancers may not understand
that chemotherapy is unlikely to be curative, which could compromise their ability
to make informed treatment decisions that are consonant with their preferences.
Physicians may be able to improve patients’ understanding, but this may come at
the cost of patients’ satisfaction with them. (Funded by the National Cancer Insti-
tute and others.)

 Puhukaamme samaa kielta - eteneva syopa ei ole valttamatta
”taiStelun, jOka havitaan * YKSILOLLISEN
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Miten tunnistaa hyotyvat potilaat?

Personalize o2 %
g Your Therapy B oo

Your Tumor is as Distinct as Your DNA E"@
Each person's tumor has specific genetic mutations that e
make it distinct. In recent years, scientists have developed

innovative medicines that target specific mutations in

tumors.
$EPNTFSSERTEISIRT
This new, personalized approach to cancer treatment is E
already saving lives, and researchers are finding new

answers every day, by analyzing tumor tissue and by G -
sorting through data from the records of cancer patients.

e Osa hyotyy, osa saa seka hyotya etta haittoja, osa pelkkia
haittoja - ratkaisu on loytaa prediktiiviset tekijat niille,

jotka hyotyvat
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Miten tunnistaa hyotyvat potilaat?

Trafficking of
T cells to tumours

Priming and
activation
of T cells

Infilration of T cells
into tumours

o,

Traditional
- Chinese
H medicine .
o
a5 Exercise-
& E = induced IL-6
- Inflammasome pat Antigen expression
=
E 1 MHC class | expression

JAK-STAT

Cancer-antigen
presentation

Recognition of
cancer cells by
Tcells

B Negative efiect
@ Fositive offoct

Releasa of A Megative or positive effect

cancer-cell antigens Killing of cancer cells

Figure 5 | Factors that influence the cancer-immune set point. A map nuclear translocator-like protein 1; ATG16L, autophagy-related

of cancer immunity showing the factors that affect the cancer-immune protein 16; FeyRIIL, Fe y receptor I[1I; HMGCR, HMG-CoA

set point. The factors are placed on rings that denote their type, and reductase; JAK/STAT, Janus kinase-signal transducers and activators
each factor is also placed in the step of the cancer-immunity cycle in of transcription; LOX, lysyl oxidase; NOD, nucleotide-binding

which they mainly act. For example, variations in HLA type reflect host oligomerization domain-containing protein; NSAIDs, non-steroidal
genetics and are of greatest importance for T cell activation. Additional anti-inflammatory drugs; RANKL; receptor activator of NF-xB ligand;

factors are being discovered rapidly. ARNTL, aryl hydrocarbon receptor ROS, reactive oxygen species.

Daniel §. Chen' & Ira Mellman'

19 TANUARY 2017 | VOL 541 | NATURE | 321
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Access to Innovation

e Onko uuden hoitomuodon
saaminen arvo sinansa?

e Uusin hoito = paras hoito?

membrane insertion

Viral vector used
to transfer DNA to
patient's T cells

Integration

Transcription

Figure 2. Overview of Manufacturing Process for CTL019 (a CD19 CART-Cell Product)—Depicted is infection of a
T cell with a genetically engineered virus carrying a gene for a chimeric antigen receptor (CAR). The CAR gene is stably
integrated into the genome, directing expression of the novel CAR molecule. The CAR becomes expressed on the cell
surface, allowing the T cell to recognize and kill targets based on the CAR specificity. CAR-modified T cells that target CD18
are highly active at tumor cell killing in CD18-expressing B-cell malignancies (ie, ALL, CLL, NHL).

www.cancernetwork.com

Cancer e Axumin
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Scientific advice requests by therapeutic area (2017)

e e e
Anti-parasitic products, insecticides, repellents | 2
Bload and blaad-forming organs - a7
Cardiovascular system [ 22
Dermatologicals - 15

Diagnostic agents I 5

General anti-infactives for systemic use _ 61

Genito-urinary system and sex hormanes . 10

Musculoskeletal system - 13

T
Respiratory system - 24
sensory organs [ 22

Systemic hormonal preparati luding sex h .10

Various - 14
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Yhteenveto

 Elossaolo-osuus/elossaoloaika on luotettava tehon mittari ja
standardi - mutta joskus muutkin mittarit riittavat osoitukseksi

» Tarkeaa kiinnittaa huomiota myos absoluuttiseen hyotyyn ja
kuvata se potilaalle - unohtamatta inhimillisyytta ja yksiloa

e Mihin verrataan ja on verrattu? Vastaavatko tutkimusten
potilaat omia potilaita?

« Syovan hoitotulos on tulevaisuudessa yksilollinen kokonaisuus,
joka syntyy osista

e "Primum est non nocere”
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