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Vaka-1

32 yasinda metastatik meme ca vakasi (nod pozitif,
ER, PR ve Her-2 negatif)

Adjuvan CEF (6 ay sonra metastatik hale gelmis)
1. hat Taxotere+Xeloda+Zometa

. hat Navelbine+Cisplatin+Zometa

. hat Gemzar+Taxol+Zometa

. hat Mitomycin+tUFT+Zometa

. hat CMF+Zometa




Vaka-1

Progrese, genel durumu cok Iyi, organ fonksiyonlar:
normal

Hasta doktor, durumunun farkinda, tedavi olmak

Istiyor ve Altuzan alip alamayacagini soruyor
Ne yaparsiniz?




Vaka-2

45 yasinda, kadin,

Bobrek tumoru (berrak hicreli) + akciger metastazi
vakasi

Hasta IL-2 ve IFN kombinasyon tedavisi aliyor

2. ayin sonunda yapilan tetkiklerinde progrese

Hastaya SB’dan onay alinarak Nexavar tedavisi
baslaniyor

3. ayin sonunda progrese




Vaka-2

Genel durumu iyi, ECOG 1

Hasta bu durumda Sutent veya baska tedavi
kullanip kullanamayacagini soruyor..

Ne yaparsiniz ?




Tarkiye’de Ruhsatli Akillr Molekuller ve Hedefe
Yonelik Tedaviler

Herceptin (Trastuzumab)
Altuzan (Bevasizumab)
Mabthera (Rituximab)

Campath (Alemtuzumab) ?
Glivec (Imatinib)
Velcade (Bortezomib)




Yurtdigindan Getirilenler

Erbitux (Cetuximab)

Zevalin (Ibritumomab Tiuksetan)

Bexxar (Tositumomab/I1131 Tositumomab)
Mylotarg (Gemtuzumab Ozogamicin)
Tarceva (Erlotinib)

Iressa (Gefitinib)

Nexavar (Sorafenib)

Sutent (Sunitinib)

Sprycel (Dasatinib)




Endikasyon Disi llac Kullanimi

Kim karar vermeli ? (Tibbi Onkolog ?)
Nasil karar vermeli ?

* Faz Il calisma, Faz lll calisma, Meta-Analiz,
Guideline ?

* Hekim isteqgi, hasta talebi ?
* Sagkalim?
Ulke ekonomisi hesaba katilmali mi ?
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Herceptin (Trastuzumab)

16 Aralik 2006’da FDA onay!

Herceptin 150 mg flakon : 1 335 YTL
Bir kir (~3 flakon): 4 000 YTL

Adjuvan tedavi maliyeti 1 yil 68 000 YTL

Adjuvan tedavi icin SB su anda onay vermiyor (9
haftalik tedavi icin onay asamasinda)




o E2100

A Randomized Phase III Trial of Paclitaxel
versus Paclitaxel plus Bevacizumab as First-
Line Therapy for Locally Recurrent or

Metastatic Breast Cancer
=




Progression Free Survival

—— Pac, + Bev, 10,97 months
—— Paclitaxel 611 months

HR = 0,492 (0.401-0.618)
Log Rank Test p<0.001

C
o
]
2
O
s
(L
L
o




Overall Survival

— Fac, + Bev,

—— Paclitaxel

—

| HR = 0,674 (0.495-0,917)
Log Rank Test p=0.01
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VOLUKIE 23 KLITIHER A FERALAEY 1 Z00!

JournaL oF Cusiear ONooLocy ORIBINAL REPORT

Randomized Phase 111 Trial of Capecitabine Compared
With Bevacizumab Plus Capecitabine in Patients With
Previously Treated Metastatic Breast Cancer

Kathy [ Mafer, Lvvenr [ Chap, Franice A Holee, Mgy A Coddeogh, B Kby Marcoms,

I ouer Fereabwche, Meara Icdier, Beth & Chvemacyer, famer I Ricmaea, farp F. S,
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Fig 1. (A) The median progression-free survival by independent review facility
(IRF) assessment, (B) median duration of IRF-assessed objective response, and
(C) median duration of overall survival in both treatment groups
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Altuzan (Bevasizumab)

Altuzan 400 mg flk: 2650,87 YTL

Aylik maliyeti 10 600 YTL (10 mg/kg dozu icin)
6 aylik maliyeti 64 000 YTL

Aylik maliyeti 15 900 YTL (15 mg/kg icin)

6 aylik maliyeti 96 000 YTL




Cetuximab + irinotecan
In irinotecan-refractory mCRC
BOND* randomised Phase |l study

Patients with EGFR-expressing mCRC failing on
or within 3 months of irinotecan-based therapy

.

Irinotecan

+ cetuximab Certlli)illniab
n=218 =

PDl

Birincil sonlanim;
Yanit orani Irinotecan
+ cetuximab

n=54

[kincil sonlanim: Progresyona kadar gecen siire,
yanit suresi, genel sagkalim, yan etkiler

* Bowel Oncology with cetuximab aNtiboDy

Cunningham et al. NEJM, 2004; 351:337-45




BOND Caligmasit:
setuksimab = irinotekan
Etkinlik

Kombinasyon Monoterapi
n=218 n=111

0.0074

Hastalik kontrold 0.0001
Ortanca TTP 0.0001
Genel sagkalim

Cunningham et al, NEJM, 2004




Cetuximab + bevacizumab =z irinotecan:
BOND-2 randomize Faz Il calisma

Bevacizumab/cetuximab + irinotecan*
n=41

Cetuximab 400 mg/m? loading dose followed by 250
mg/m? weekly

_ Bevacizumab 5 mg/kg every other week
Metastatik CRC Irinotecan calisma 6ncesi diizende
Irinotekan’a direncli
olgular
N=381 Bevacizumab/cetuximab*
n=40

Cetuximab 400 mg/m? loading dose followed by 250
mg/m? weekly

Birincil sonlanim;
yanit orani

Ikjincil sonlanim: PFS, OS

*cetuximab on D 1, bevacizumab on D2

Bevacizumab 5 mg/kg every other week

Saltz LB, et al. ASCO,2005. Abstract 3508.




Cetuximab + bevacizumab = irinotecan
On sonuclar

Bevacizumab + cetuximab + %37 (23) 7.9 ay(4.1)
irinotecan

Bevacizumab + cetuximab %20 (11) 5.6 ay (1.5)

EGFR tespiti yapiimadi
Yan etki tek basina irinotekandan farksiz

L. Saltz et al. ASCO 2005 abstract # 3508




Erbitux vs Erbitux + Altuzan

Erbitux Aylik maliyet: 6500 Euro (12 350 YTL)
6 aylik tedavi: 74 100 YTL

Erbitux + Altuzan Aylik Maliyet: 9300 Euro (17 650 YTL)
6 aylik tedavi: 106 000 YTL

Bu paran/n yarisin/ hastaya ya da yakinlar/na teklif
etsek ?7?




WOLUME 33 - NUMEER 3E - DERCEMERER 30 3

JOURNAL OF CLINICAL ONCOLOGY

Phase 11 Study of Imatinib Mesylate Plus Hydroxyurea in
adults With Recurrent Glioblastoma Multiforme

«33 hasta calismaya alinmis «Caligsmada Glivec 1000 mg/gin
*3 (%9) hasta radyolojik yanit {| kullaniimis

14 (%42) hasta stabil yanit *Aylik maliyet 13 000 YTL
Medyan PFS 14.4 hafta 6 Aylik maliyet 78 000 YTL




Cancer Therapy: Clinical

Phase I/ll Study of Imatinib Mesylate for Recurrent Malignant
Gliomas: North American Brain Tumor Consortium Study 99-08

Patrick Y. Wen,"W.K. Alfred "I’ung,2 Kathleen R. Lambom,? Patricia L. Dahia,’ Yanfeng .\I'"I.‘[EIHQ,4

Bin Peng,* Lauren E. Abrey,® Jeffrey Raizer,® Timothy F. Cloughesy,® Karen Fink,” Mark Gilbert,*
Susan t’::hzslng,3 LEIrWJUHEk,E Dawvid E'mhh"‘l’,9 Frank Lieherman,g Howard A. Fine,m

Minesh Mehta,"" H. lan Robins," Lisa M. Daﬁnngelis,ﬁ Morris D. Groves,’ Vinay K. Puduvalli, 2
Victor Levin,” Charles Conrad, Elizabeth A. Maher, Kenneth ;l'i'ulldapna-,2 Michael Ha'g,res,‘*

Laurie Letvak,* Merrill J. Egnrin,g Renaud CEIpdE'Vi||E',4 Richard Kaplan,12 Anthony J. I‘lﬂurgc:-,12
Charles Stiles,' and Michael D. Prados®

*34 hasta calismaya alinmig|«Caligmada Glivec 800 mg/giin
Tam yanit: O hasta kullanilmis

*Kismi yanit 2 hasta *Aylik maliyet 10 500 YTL
Stabil hastalik 6 hasta 6 Aylik maliyet 63 000 YTL

Clin Cancer Res 2006;12(16) August 15, 2006




Glivec (Imatinib Mesylate)

GIST ve KML'de etkinligi tartisiimaz
Surekli kullanilan bir ajan

Aylik maliyet: 5222,42 YTL (400 mg icin)
6 aylik tedavi: 31 335 YTL
1 yillik tedavi: 63 000 YT




Sunitinib Versus IFN-a as First-line
Therapy

Study design

Sunitinib 50 mg/day
4 weeks on/2 weeks off
(n=375)

N=750
Stratification factors

LDH £1.5 vs. >1.5 X
ULN

ECOG PSOvs. 1

ang%e]@g I[\)/E'g‘,'.r]z}\bsence of

n&bsiTectomy

IFN-a 9 MU
three times weekly
(n=375)

MN—-—< 002>

Secondary endpoint

response rate, overall survival, safety, and patient reported outcomes

Motzer RJ, et al. ASCO 2006 (Plenary Presentation)




Significantly Longer PFS
for Sunitinib vs. IFN-a

Independent central review  __ g nitinib (n=375)
1.0 - Median: 11 months
(95% CI: 10-12)
— IFN-a (n=375)
Median: 4 months
(95% ClI: 4-6)
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| Hazard ratio = 0.415
027 (95% CI: 0.320-0.539)
P<0.000001
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Time (months)

No. of subjects at risk
Sunitinib: 375 90 32 2
IFN-a: 375 42 18 0]

Motzer RJ, et al. ASCO 2006 (Plenary Presentation)




Median Overall Survival:
Not Yet Reached for Both Agents

1.0 -

_ — Sunitinib (n=375)
Hazard ratio = 0.65 Median not reached

(9_5% Cl: (3.449—0.942) — IFN-a (n=375)
P=0.0219 Median not reached
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8 9 10 11 12 13 14 15 16

No. of subjects at risk Time (Months)

Sunitinib: 375 341 190 84
IFN-a: 375 296 162 66

*The observed P-value did not meet the pre-specified level of

SIQICEREE el alls et EREllE Motzer RJ, et al. ASCO 2006 (Plenary Presentation)




Sutent (Sunitinib)
Turkiye

Ulkemizde hentiz pazarlanmamaktadir

Daha once IL-2 ve IFN tedavisi gormus hastalarda
SB onay vermektedir.

Aylik maliyeti 4800 Euro (9100 YTL)
6 aylik maliyeti 28 800 Euro (54 600 YTL)




Sorafenib in Second-line mRCC: Objective
Responses by Investigator Assessment

Phase lll, placebo-controlled trial (N=903)

Best response
(RECIST), n (%) Sorafenib (n=451)* Placebo (n=452)*

Complete response 1 (<1%) 0 (0%)
Partial response 43 (10%) 8 (2%)
Stable disease 333 (74%) 239 (53%)
Progressive disease 56 (12%) 167 (37%)
Missing 18 (4%) 38 (8%)

PFS 6 months** 3 months

*Patients randomized at least 6 weeks
before data cut-off of May 31, 2005

**P<0.000001
Eisen T, et al. J Clin Oncol 2006;24

(Suppl. 18S):223s (Abstract 4524)




Sorafenib in Second-line mRCC: Overall Survival

Phase lll, placebo-controlled trial: summary of crossover analysis

OS 6 months post-
OS at OS 6 months crossover with
crossover post-crossover placebo censored

Placebo 14.7 months 15.9 months 14.3 months
Sorafenib Not reached 19.3 months 19.3 months
Hazard ratio 0.72 0.77 0.74
P-value 0.018* 0.015* 0.01*

O’Brien-Fleming
stopping boundary** 0.0005 0.0094 0.0094

*Results are from a planned interim analysis as per protocol (220 events) and are considered
preliminary
**Threshold for significance of interim analysis

Eisen T, et al. J Clin Oncol 2006;24(Suppl. 18S):223s (Abstract 4524)




Nexavar (Sorafenib)
Turkiye

Ulkemizde hentiz pazarlanmamaktadir

Daha once IL-2 ve IFN tedavisi gormus hastalarda
SB onay vermektedir.

Aylik maliyeti 4400 Euro (8360 YTL)
6 aylik maliyeti 26 400 Euro (50 160 YTL)




Erlotinib Plus Gemcitabine Compared to
Gemcitabine Alone in Patients With Advanced
Pancreatic Cancer

National Cancer Institute of Canada Clinical Trials
Group — Study PA.3

MJ Moore, D Goldstein, J Hamm, A Figer, JR Hecht,
S Gallinger, HJ Au, K Ding, M Ptaszynski, WR Parulekar

National Cancer Institute of Canada

Clinical Trials Group
Groupe des essals cliniques




Overall Survival for All Patients

100 -

HR = 0.81*
95% Cl (0.67, 0.97)
P = 0.025

Gemcitabine + Erlotinib
Median = 6.37 months
1 Year Survival = 24%%

Gemcitabine + Placebo
Median = 5.91 months
1 Year Survival = 17%0

12 18 24
Time (Months)

* Adjusted for PS, pain and disease extent at randomization




Tarceva (Erlotinib)

Aylik maliyet: 2500 Euro (4 750 YTL)
6 aylik maliyet: 15 000 Euro (28 500 YTL)




Endikasyon Disi llac Kullanimi
Basvurusu icin SB Genelgesi

Basvuruyu hekim bizzat yapacak

Tum standart tedavi secenekleri tiketilmis olacak
3 ayda bir geri bildirim verilecek

Hasta kaybedilirse 6lum nedeni bildirilecek
Veriler yayin amaciyla kullanilamayacak

1 Aralik 2006’dan itibaren gecerili..

Onay alinmadan ila¢ kullanimi olursa izinsiz klinik
deney yapilmis sayilabilir?




Endikasyon Disi llac Kullanimi

Kim karar vermeli ? (Tibbi Onkolog?)
Nasil karar vermeli ?

* Faz Il calisma, Faz lll calisma, Meta-Analiz
Guideline,?)

* Hekim isteqi, hasta talebi?
* Sagkalim?
Ulke ekonomisi hesaba katilmali mi?




Tek bildigim hic¢ bir sey
bilmedigirr%dir

Socrates




Kanit Derecesi
“NCCN Guidelines”

Category 1: The recommendation is based on
high-level evidence (ie, high-powered randomized
clinical trials or meta-analyses), and the panel has
reached uniform consensus that the
recommendation is indicated. In this context,
uniform means near unanimous positive support
with some possible neutral positions.




Kanit Derecesi
“NCCN Guidelines”

Category 2A: The recommendation is based on
lower level evidence, but despite the absence of
higher level studies, there Is uniform consensus
that the recommendation is appropriate. Lower
level evidence is interpreted broadly, and runs the
gamut from phase Il or large cohort studies (Cook,
1992) to individual practitioner experience.




Oneriler - 1

Akilli molekduller ile tedavide

urkiye icin

gecerli maliyet-etkinlik arastirmasi yapilmali

Bu tedavilerin sosyal guvenlik kuruluslarinca
geri odemesi acisindan ulusal saglik
politikalari belirlenmeli ve sik glincelleme

yapilimali

Bu tedaviler icin simdilik en azindan FDA ve
EMEA onaylarinin varligi aranmali?




Oneriler - 2

Sadece sinirli Faz Il calismalara dayanarak,
hekim istegi ile ya da hasta talebi nedeniyle
hastalar tedavi edilmemeli

Turkiye'de Faz Il ve Faz lll calisma sayisi
artmall

Hastalara bu tedavilerle ile ilgili gercekler
anlatiimali

Kendi kendimize Faz Il calisma
yapmamaliyiz !




