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Uusien syopatapauksia on 27%
enemman vuonna 2020
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Syopdpotilaiden suhteellisten 5-vuotiselossaololukujen kehitys.
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10 years ago to today: advances in
the treatment of colorectal cancer

1995 2000 2009
One option More options Many options
5-FU 5-FU 5-FU
Oral fluoropyrimidines Oral fluoropyrimidines
Oxaliplatin Oxaliplatin
Cetuximab, Panitumumab
First-line efficacy
RR 20% RR = 50% RR 50%+

TTP 5-6 months
OS 10-12 months

Issues

TTP 8-9 months
OS 17-21 months

TTP 9+ months
OS 20+ months
Cure

Low efficacy

20.4.2011

Optimal regimens
Sequencing
Treatment duration

Optimal regimens

Correct sequencingF j&gl ing
Cost ' 98?
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Miksi tarvitaan uusia syopalaakkeita?

Numberofadults  Mean 5-year
relative survival (%)

Testis 20435 93-8 H
Lip 8083 931 HH
Thyroid 23158 865 H
Hodgkin's disease 15323 83-0 H
Melanoma of skin 75078 82.0 H
Breast (women) 414298 811 [ <
Qs Lteri 63012 783 Hi
276 497 77:0 [
: 4714 739 HH
Chronic lymphatic leukaemia 25317 67-2 Hi
Cervix uteri 38430 66-5 H
Bladder 131793 658 ]
Salivary gland 5741 64-6 HH
Larynx 30649 631 H
Soft tissue 14187 593 Hi
Kidney 70846 59-2 i
Bone 4796 58-4 HH
Vagina, vulva 13457 578 H
Non-Hodgkin lymphoma 91815 54-6 []
Colon 231514 53.9 L}
S 140307 535 ]
2699086 519 |
Nasopharynx 2973 50-2 H
Oral cavity 15794 485 H
Nasal cavities 4553 482 HH
Tongue 12437 454 H
Small intestine 7417 43-2 HH
Ovary 61372 416 H
Oropharynx 9713 398 | ]
Chronic myeloid leukaemia 9264 395 H
Multiple myeloma 35550 344 |
Acute lymphatic leukaemia 3497 30-0 HH
Hypopharynx 7181 25-5 Hi
Stomach 113840 241 ]
Acute myeloid leukaemia 19396 19.0 [
Brain 40705 187 []
Biliary tract 24330 141 ]
Lung 343473 12:6 [
Oesophagus 48802 12-3 ] H V l{
Liver 33141 86 | | 1 I\
Pleura 11851 75 [h
Pancreas 68854 55 T
T T T T ]
20.4.20 0 20 40 60 80 100

Mean 5-year relative survival (%)


http://www.time.com/time/magazine/0,9263,7601020218,00.html
http://www.yourcancertoday.com/ContentResources/Image/prostate1.jpg

Esimerkki laakehoidon lapimurrostas:
Krooninen myeloinen leukemia ja
mahasuolikanavan sarkooma (GIST)
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Tasmalaakkeen (imatinibi) avulla mahasuolikanavan
kasvain (GIST; c-kit mutaatio) pienenee huomattavasti

Joensuu et al., NEJM 2002
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Esittäjä
Esityksen muistiinpanot
[slide 50]

CT Scan Results:  Decrease in Tumour Volume1

Transaxial CT scan of the abdomen.  Before imatinib therapy (left panel), this large GIST tumour was a protuberant mass in the lower abdomen.

After 1 month of treatment with imatinib (right panel), the tumour size decreased considerably.  There is a residual mass in the pelvis. 



Reference:

1. Demetri GD, von Mehren M, Blanke CD, et al.  Antitumor effects of an oral selective tyrosine kinase inhibitor, imatinib mesylate, in patients with advanced gastrointestinal stromal tumors.  N Engl J Med. 2002.  In press.


Imatinibi pidentaa huomattavasti
GIST potilaiden elinaikaa

100

Imatinib mesylate

Survival (%)
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Esittäjä
Esityksen muistiinpanot
With a median follow-up of 34 months (range, 21 to 43), median survival has not been reached, and there is no difference between the 400-mg and 600-mg doses; pooled data from both doses are shown.1

A total of 46% of patients remain on study. Median TTF is 84 weeks.

This slide presents an updated analysis of data presented by Demetri et al.2


Trastutsumabi:

Esimerkki kohdennetusta
tasmalaakkesta, jolla on
huomattava teho tietyissa
rintasyovissa
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9 vitkon trastutsumanihoito pienentaa uusiutumisriskia 40 %
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Survival Free of Distant Recurrence

Noat Risk

HER2/neu+, trastuzumab
HER2/neu-, no trastuzumab
HER2/neu+, no trastuzumab

(% of patients)

-

INHer-tutkimus

100+ . .
R e HER2+ Trastutsumabihoito
' hlases S ~— Her2-
80+ po R : .
= - Her2+ Ei trastutsumabia
60
40
204 Avs-B hazard ratio, 1.09 (95% Cl, 0.52-2.29, P=0.82)
A vs. C: hazard ratio, 0.29 (95% Cl, 0.13-0.65, P=0.002)
1 B vs. C: hazard ratio, 0.31 (95% Cl, 0.20-0.49, P<0.001)
0 T T T T T T T
0 1 2 3 4
Years
115 112 98 64 21
777 764 654 370 126
117 110 93 51 18

Jé?)‘?ﬂ%‘ﬂ et al. NEJM 2006
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Laakekehitys on nopeutunut




Syopalaakkeen kehityskaari on pitka:
Esimerkkina rintasyopéalaake trastutsumabi

m 1985 1987 1990 m 1993 m 1998 m % 2004
Hiiren ‘
geeni Vaihe | tutkimus kombinaatio
kloonaus klllnlnen EU
tutkimus
IhHrrllzlggn Vaiheen Il
geeni tulokset
kloonaus mAD 4D5 Marty et al.,
_ tutkimus
Vaihe Il
Kliininen
Her-2 tutkimus Doketakseli
negatiivinen kombinaatio
ennusteellinen EU

vaikutus
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Cancer Cell

ALK Inhibition for Non-Small Cell Lung Cancer:
From Discovery to Therapy in Record Time

Table 1. The Shortening Interval between Target Discovery and Effective New CGancer Treatments

“Waar Mutation-
Estimatad Outcomes from Targatad
YWaar Targat Diseasals Total # Pts Conwntional Treatmant
Targst Discovered  and Propordions Annually (US)]  Drugis) Clinical Outcomeas Chamatharapy Crocumantad
BCR-ABL 1960 CML (100%) 5,000 Imatinik AR 90% AR 35% 2001
Dazatinic 5y PFS B0% Sy OF T0%
Milboti nib Hy OE 90%
BEGFR 1978 EGFR mutated MSCLC 17,000 Erlatinib AR 75% AR 30% 2004
(10% of NSCLC) Gafitinib Madian PFS 11 mos Meadian PFS & mos
Madian OS5 31 mos Madian OS5 24 mos
KIT 1938 GIST 6,000 Ima tiniby AR 55% AR 5% 2002
Madian PFS 27 mos Madian OS5 20 mos
Madian OS5 58 mos
BRAF 2002 VBI0E BRAF 34,000 PLe4032 RR7T% AR 10-20% 2010
mutatad malanoma Madian PFS T mos PF5 1.5 mos
H0% of malanoma) 05 not yet determinaed 05 8 mos.
Al K 2007 EML4-ALK NECLC 8,500 Crizotinic  RR 55% AR 25% 2010
% of NSCLC) & month PFS T0% Madian PFS 4-6 mos

05 not yet determinad  Meadian O5 12 mos

Al K, anaplastic lymphoma kinasa; CML, chronic mysaloid leukemis; BEGFR, apidarmal growth factor mcaptor;, GIST, gastrointestinal stromal tumor; S
NSCLC, non-small call lung cancar; 05, ovarall survival, PFS, progression-frea survival, AR, responsa rate; mos, months.

20.4.2011 _ 14
Gerber and Minna, Cancer Cell Dec 14, 2010



TUlevaisuudessa syovan hoito on yha useammin
potilaskohtaisesti raataloitya; esimerkkina keuhkosyopa

Adenocarcinoma

ALK (~5%)

ALK = anaplastic [ymphoma kinase, EGFR = epidermail growth
factor receptor; Herd = human spidermal growth fecior receptor & Maszachuseits General Hospital, data on file.
PIKICA = phosphoinositide-J-kinase, catalytic, aipha polypeptide [AT Shaw, personal commumication]

S PR 01:2517:53 ) =
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The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812

OCTOBER 28, 2010

VOL. 363 NO. 18

Anaplastic Lymphoma Kinase Inhibition in Non—-Small-Cell

Lung Cancer

[l Disease progression

I Stable disease

[ Partial response [ Complete response
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A Percent Change in Tumor Burden
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Voidaanko hoitotuloksia parantaa
kaikissa syovissa?

Apua geenitiedosta?

HYKS
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REVIEW

doi:10.1038/nature09792

Initial impact of the sequencing of the
human genome

Eric S. Lander

Figure 4 | Cancer genome maps. Whole-genome sequendng has provided

powerful new views of cancers. The left panel shows an image of colon cancer

(Wellcome Trust). The right panel shows the genome of a colon cancer sample

(Broad Institute), including interchromosomal translocations (purple), H V V S
intrachromosomal translocations (green ) and amplifications and deletions (red 1

and blue, on the inner ring). Individual nudeotide mutations are not shown.

20.4.2011 18


http://www.sciencemag.org/content/331/6020/1024.2/F1.large.jpg
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~ from 25,000 tumours. Heidi Ledford looks att atthe obstacles ~
researchers face as they search for meaning in thedata.
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SUOMEN KUVALEHTI
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Canada

* Pancreatic cancer
(ductal adenocarcinoma)

) : = Eumpaan Linizn smnsmd

Britain
* Braast cancer
(ER-, PR-, HER-)
» Breast cancer {lobulary
» Braast cancer (ER+, HER-)

Germany

* Paediatric brain tumours
{madulloblastoma,
pilocytic astrocytoma)

_
0

a | China
J * Gastric cancar

| United States Spain Y~
- Through the Cancer Genome Atlas — « Chronic
__/ * E}ugrian cancar lyrphocytic N
* Brain cancer lstkaami ] /—\
(glioblastorma multiforma) i -i--"/ India _-/
*# Lung cancer * Oral cancer
{squamous-cell carcinoma) France {gingivobuccal) J J dpan
*# Lung cancer # Braast cancer * Ljver cancar
{adenocarcinoma) (HERZ owvarexprassing) Ital {virus-associated)
* Acute myeloid leukaemia * Liver cancer aly
« Colon cancer (alcohol-associated) * Rara pancraatic cancers
{adenocarcinoma) * Ranal-cell carcinoma (enteropancreatic andocrina,
» Others - Europaan Union sponsorad pancreatic exocring)
ALL TOGETHER NOW /“ Australia
Elevan countrias have signad on to sequance DMA from 500 tumour samples for |« Pancreatic cancer

each of maore than 20 cancer types for tha Intemational Cancer Genome Consortium.,

Each cancer typa i estimated to cost nearly US$20 million to sequence.
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Institute for Personalized Cancer Therapy (IPCT)
Annual Report

20.4.2011

ATTACCUmbrella Trial: Refractory Metastatic Colorectal Cancer

BRAF Mutation

PAGI2 (Reche)
BRAF inhibitor

Frevalznce: 5%

[cp6 Itand baetylator

Aeacitadine = 5FU+
Crealiplatin

Prevalencs: 75%

KRS Mutation

Pi-A78 HIFLa
Inhikitor] + cebudmak

Prevalence: 354

PIK3CA Mutation

Lead agent:
G615

Prevalences 15%

cMET Amphfication

Laad agant: MECD 265

Prevalance I

Spacafer |
other iridls |

o blomarkar
[dantified |25%)
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Menestyksekkaita kliinisia geenitietoon
perustuvia tutkimuksia/hoitoja

e Tyvisolusyopa, osa medulloblastoomista
(Hedgehog estaja)

e Krooninen myeloinen leukemia (Bcr-Abl)
e Mahasuolikanavan sarkooma (c-Kit)

e Melanooma (B-Raf)

e Keuhkosyopa (Alk, EGFR)

e Perinnodllinen rintasyopa (BRCA)

e Rintasyopa (Her-2)

HYKS
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Rittaako rahat?




Syovan hoitokustannukset koostuvat
useista eri tekijoista

TAULUKKO 6. Toteutuneet kustannukset vuonna 2004 seki asiantuntijoiden arvioihin
perustuva ennuste vuodelle 2015,

Milj. euroa 2004 2015
Vuodeosastohoito 2398 334.1
Ashaitn 105,7 3022
60,2 2603
Elike 80,0 94,5
Sairauspdivdraha 384 52,5
Kuntoutus 4.0 68
Seulonta 104 19,1
Yhteensa 528,0 | 082,8

! vuoden 2003 kustannukset

H
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Y hteenveto

Uusia tasmalaakkeita tullut syovan hoitoon
— Potilasvalinta

— Hoidon raatalointi potilaskohtaisesti

— SyoOparokotteet

Syopa muuttumassa kroonisemmaksi taudiksi ja
hoidot paremmin siedetyiksi

Mydohaissivuvaikutusten merkitys kasvaa

Kaikkl uudet tasmalaakkeet eivat lisaa
kustannuksia

Monien tautien hoito perustuu edelleen
solunsalpaayjiin

Monien tautien 5-vuotisennuste on yha huonoHYKS
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Kiitos!

THERE IS NEW AMMUNITION
IN THE WAR AGAINST

GANGER.

THESE ARE THE BULLETS.

Revolutionary new pills like GLEEVEG
combat cancer by targeting only the
diseased cells. Is this the breakthrough
we've been waiting for?
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http://www.time.com/time/magazine/0,9263,7601010528,00.html
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