Aktualni stav v diagnostice relapsu malobunéc¢né
rakoviny plic, moznosti 1écby ve druhé a dalSich liniich

Druha linie 1écby malobunécného bronchogenniho

karcinomu monoterapii topotecanem — doplnény soubor
nemocnych 2005-2008 ¢tyr pracovist’

Roubec J.!, Chaloupka F.?, Tomiskova M.3, Jakubcova T.4,
Skiickova J.3, Kolek V.4, Reiterer P.2

Klinika TBC a respira¢nich nemoci, Fakultni nemocnice Ostraval,
Oddéleni plicnich nemoci a TBC, Masarykova nemocnice, Usti nad Labem?,
Klinika nemoci plicnich a tuberkulézy, Fakultni nemocnice Brno?

Klinika plicnich nemoci a tuberkulézy, Fakultni nemocnice Olomouc*



NCCN Practice guidelines v. 2.2009

FU kontroly kazdé¢ 2-3 mésice/l.rok
FU kontroly kazde 3-4 mésice/2.-3. Rok

FU kontroly kazde 4-6 mésicu/4.-5- rok
vZzdy klinicky, rtg hrudniku, odbéry blize

nespecifikované d|

e klinického stavu

v pripadé noveho |
primarni leze
nekourit

l0z1ska provéireni nove



Background druhé linie

>80% pacientit LD SCLC a prakticky vSichni ED relabuji po ukonc¢eni
inicialni terapie

komorbidity, PS, pfedchozi toxicita, symptomy choroby u mnohych
vylucuji dalsi lecbu

AZ do neddavné doby pouze jedina studie z pozdnich 80-tych let podala
dukaz o prospéSnosti 2. linie terapie pro delku pieziti ( Spiro SG et al.
Duration of therapy in SCLC: a Cancer Research Campaing Trial. Br
J Cancer 1989;59:578-583

Konfirmace vlivu 2. linie 1é¢by relabujiciho SCLC na preZiti byla
ziskana az registrovanou randomizovanou studii topotecan versus BSC
( O'Brien et al. Phase IlI trial comparing supportive care alone with
supportive care with oral topotecan... J Clin Oncol 20006, 24:5441-
5447).



Prognostické faktory

» Hure definované¢ nez pred zahajenim lécby 1. linie

* VysSi pravdépodobnost odpoveédi u pacientu s
disease free intervalem veétSim nez 2.6 mésice pii
uziti steyného rezimu ( Giacone et al. ,1987,1988,

Batist et al. 1983, Postmus et al. 1987,Vincent et
al. 1988

* Bez vétSiho dalSiho prospektivniho sledovani bylo
onkologickou komunitou akceptovano rozdéleni
SCLC na senzitivni, rezistentni a refrakterni



Reindukcni terapie po selhani 1éCby
1983-1988

TABLE 1. 5tudies of Reinduction Therapy (or Rechallenge)
in Small Cell Lung Cancer

No. of Response
Study Chemotherapy Patients Rate (%)

Batist et al.1? YVarious B Hh
Postmus et al.ll CDE 7 H2
(siaccone et al.l2 CDE/CAV/PE S0

Vincent et al.!? Various 67

CDE. cvclophosphamide, doxorubicin, and etoposide; CAV, cvclophosphamide,
doxorubicin, and vineristine; PE, cisplatin and etoposide.




Soucasnost

* Recentni studie hodnotici bud’'to monoterapeutickeé nebo
kombinacni reZimy v druh¢ lini1 neprokazuji zadny rozdil
mezi tzv. senzitivni a refrakterni chorobou

* O’Brien et al. Phase III trial comparing supportive care alone with supportive care with
oral topotecan... J Clin Oncol 2006; 24:5441-5447.

* Ardizzoni A., Manegold C. et al. EORTC 08957 phase II study of topotecan in
combination with cisplatin as second line treatment of refractory and sensitive SCLC.
Clin Cancer Res 2003; 9:143-150.

e 70 studii 1€cby druhé linie SCLC neprokazalo superioritu
nékterého reZzimu nad druhym a dnes je registrovan pro
tuto indikaci jediny preparat



O’Brien M et al. Lung cancer 2005;49
(suppl.2):54, Hycamtin p.o. versus BSC ve 2. linn

* Topotecan + BSC - celkove preziti 25,9 tydnu
 BSC — celkove preziti 13,9 tydne



Staré, nove a nejnoveéjsi??

 CAV —n¢kolik nerandomizovanych studii ve

druhé lini1 s 1éCebnou OdeVédi 8-15 % (Shepherd et al.
1987, von Pawel et al. 1999)

 CAV versus monotherapie topotecan 1v.

(von Pawel et al. 1999 — topotecan prokazal lepsi kontrolu symptomii —
dusnost, anorexie, nechutenstvi, ADL a méné neutropenii)

* Topotecan — faze Il studie prokazaly zvladatelnou,
nekumulativni myelosupresi a lepsi
nehematologicky bezpecCnostni profil, potvrzeno
dalSimu trialy faze III




Topotecan (Hycamtin®)

Lécba pacientt s relapsem malobunééneho plicniho karcinomu
(SCLC), u kterych neni opakovana 1é¢ba rezimem prvni volby
povazovana za vhodnou

T.C. jediny preparat registrovany pro druhou linii 1€€by SCLC v 1v.
formé

40% schopnost pruniku pres neposkozenou hematoencefalickou
bariéru

Topotecani hydrochloridum 1,09 mg (odp. Topotecanum 1 mg) nebo

4,35 mg (4 mg) v 1 lahviCce s praskem pro pripravu koncentratu pro
ptipravu infuzniho roztoku

Topotekan patii mezi inhibitory enzymu topoizomerazy I. Tento
enzym uvolnuje torzi molekuly DNA v pribéhu replikace a zabrani
tak vzniku zlomu fetézce. Po uvolnéni torze topoizomeraza I opét
spoji preruSeny fetézec. Inhibice topoizomerdzy toto spojeni znemozni
a vysledkem je vznik jednovldknového zlomu v molekule DNA a
poskozenti jeji funkce.



SCLC ED: second-line
Topotecan IV versus CAV

Topotecan 1.5 mg/m? iv daily d1-5

Topo CAV
\ 107 104
ED 83% 85%
RR 24% 18%
TTP 13 wk 12 wk
ON 25 wk 25 wk
Neutropeniagr4  38% 51%

Thrombopeniagr4 10%
Anemia gr 3/4 18%

von Pawel J et al. J Clin Onc 1999, 17, 658

1%
7%



SCLC ED: second-line

Topotecan IV versus CAV: symptom improvement

Improvement P

Topo CAV
Dyspnoe 28% % 0.002
Cough 25% 15% NS
Chest pain ASY 17% NS
Hemoptysis 27% 33% NS
Hoarseness 33% 13% 0.04
Fatigue 23% 9% 0.03
Anorexia 32% 16% 0.04
Insomnia 33% 19% 0.09

Daily activities 27% 11%  0.02

von Pawel J et al. J Clin Onc 1999, 17, 658



Topotecan Study 396:
IV topotecan vs. oral topotecan in
relapsed sensitive SCLC

Study 396

Sensitive: > 90 Days from 1%-line chemotherapy



Phase Il Study 396:
IV topotecan vs. oral topotecan in relapsed sensitive

SCLC
Response  Stable TTP
Rate* Disease* Median
[V topotecan 1.5mg/m?
151 Pts (30-min inf. daily x5 q21 days) 21-9% 18% 14.6 wks
Sensitive

SCLC l.

153 Pts Oral topotecan 2.3mg/m? 18.3% 239, 11.9 wks

(daily x5 g21days)

*WHO Response Criteria

Eckardt JR et al. J Clin Oncol 2007; 25: 2086—2092



Median Survival
oral=33, V=35 (weeks)

Hazards ratio (95% CI):
0.95 (0.75, 1.21)

6-m survival (95% ClI)

oral=62% (54.4, 69.8)
IV=67% (59.4, 74.4)

1-yr survival (95% Cl)

oral=32% (24.6,39.4)
IV=29% (21.6, 36.3)

Post Study
Chemotherapy
oral=33%, IV=35%

Cumulative Proportion Alive

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Study 396: Survival

Oral (n = 153)

— IV (n = 151)

24

Eckardt JR et al. J Clin Oncol 2007; 25: 2086—2092

48

72

96 120
Time (weeks)

144

168

192



Study 396: Haematological toxicities

Oral topotecan IV topotecan
Toxicity (n=153) (n=151)

Grade 3 Grade4 Grade 3 Grade4
42.7% 22.7% 49.3% 26.0%
26.2% 47.0% 23.6% 64.2%
20.0% 28.7% 25.3% 18.0%
17.3% 5.3% 28.0% 2.7%

n: number of patients in the study per study arm

Adapted from: Eckardt JR et al. J Clin Oncol 2007; 25: 2086—2092.



Study 396:
Non-haematological toxicities (Grade 3/4)

- Oral topotecan IV topotecan
LTty (n=153) (n=151)
Grade 3 Grade4 Grade 3 Grade4

7.2% 0.7% 2.0% 0.7%
6.5% 0% 6.6% 1.3%

5.2% 0% 2.0% 0.7%

3.9% 0% 2.0% 0.7%
2.6% 2.0% 4.6% 2.0%

2.0% 2.0% 2.6% 4.0%
5.9% 2.0% 6.6% 3.3%

n: number of patients in the study per study arm

Adapted from: Eckardt JR et al. J Clin Oncol 2007; 25: 2086-2092.



Study 396: Haematological safety summary

The main toxicity with both oral and IV topotecan formulations was
neutropenia

— 26.2% and 47% of patients in the oral topotecan group had Grade 3/4
neutropenia, respectively, whereas 23.6% and 64.2% of patients in the IV
topotecan group had Grade 3/4 neutropenia, respectively

Antibiotic use was higher with IV topotecan compared with oral

topotecan (56% vs. 41% of patients received a systemic antibiotic and 23% vs.
14% of patients received an |V antibiotic, respectively)

Granulocyte colony-stimulating factor usage was higher in patients
In the oral group compared with the IV group (25% vs. 16%, respectively).

There was no evidence of cumulative toxicity with the protocol-
specified dose adjustments

— 10 of 267 patients died (6 in the oral group and 4 in the IV group) as a result of
haematological toxicity, septic shock related to treatment with topotecan or any
other causes in which a relationship to topotecan could not be excluded

Eckardt JR et al. J Clin Oncol 2007; 25: 2086—2092.



Study 396: Non-haematological safety summary

* Diarrhoea was the most common adverse
event in the oral topotecan group

— 35.9% of patients experienced diarrhoea in the oral topotecan group
compared with 19.9% of patients in the IV topotecan group

* Oral topotecan was associated with a higher
incidence of Grade 3/4 diarrhoea

— 7.9% of patients receiving oral topotecan compared with 2.7% of patients
receiving IV topotecan

 However, there was no evidence of
cumulative toxicity, and observed diarrhoea
was either self-limiting or manageable with
treatment, primarily with oral loperamide

Eckardt JR et al. J Clin Oncol 2007; 25: 2086—2092.



Oral Hycamtin in Relapsed SCLC Studies:
Strong / Consistent Survival Data:

—— Study 065: Oral topotecan (n=52)

—— Study 396: Oral topotecan (n=153)

— Study 478: Oral topotecan plus BSC (n=71)
—— Study 478: BSC only (n=70)
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Second line treatment of SCLC with
oral Topotecan



Topotecan Study 478

Active Symptom Control (ASC) vs. oral
topotecan + ASC in relapsed
Small Cell Lung Cancer (SCLC)



Study 478: Active Symptom Control (ASC) vs. oral topotecan +
ASC in relapsed Small Cell Lung Cancer (SCLC)

=¥ Oral topotecan + ASC
¥ 2.3 mg/m?/day d1-5 g21
N

D
0

Stratification

 Gender
* PS (0/1 or 2) .
e +Liver mets

 TTP from 1st-line

Primary Objective:
*Overall Survival

M
I
S
E
ASC alone

O‘Brien MER et al. J Clin Oncol 2006; 24: 5441-5447



Study 478: Subgroup Analyses on Survival
according to stratification factors

Age
nﬁS years (. '12 i
=65"years (n =44)

Sex

Female (n=38) |
Male (n= 1[!3

Race
Caucasian (n=140) |

Extent of Disease
Extensive -
Limited E }

Perf. Status
0 or 1 n=99) |

n—=42

Liver Mets

No (n=10T7) }

Yes (n—34
rior Chemo
o0 davs (n=42) |

> 60 days (n=99
TP from rmr Chemo
Eu—??} -

vs (n=64
Overall (n=141) |
0.1 ; 0.5 1.0 2.0 1 3.0

= Favors Oral topo+BSC Favors BSC only
Hazard Ratio

Adapted from: O‘Brien MER et al. J Clin Oncol 2006; 24: 5441-5447




Study 478:
Median survival by stratification factors

(0]
(=]

B ASC
W + topo
A~
R
; 39
~—1 40 -
T 1
E 29 28
- 23 23
7)) o 21
% 20 -
o 14 14 14
o 13 13 13
(D)
E 8 8 I
O -
[\ [o} Liver
Male Female PS 01 PS 2 Liver Mets TP TP
Mets <60days > 60 days

Adapted from: O‘Brien MER et al. J Clin Oncol 2006; 24: 5441-5447



Study 478: Lung Cancer Symptoms

Shortness of Breath

Cough

Chest Pain

Coughing Up Blood

Loss of Appetite

Interference with Sleep

Hoarseness

Fatigue

Interference with Daily Activity Tlf

0.01 0.05 54ds Ratio® (95% C.1) 0.50 1.00 2.00 9.00
BSC: Best Supportive Care F—a\mrs BSC Favors Oral topo+BSC

* Compares whether the likelihood of symptom improvement is the same in both treatment groups

Adapted from: O‘Brien MER et al. J Clin Oncol 2006; 24: 5441-5447




Clinical Efficacy of oral topotecan

Study 478 is the first randomized study to demonstrate a survival
advantage from chemotherapy for patients with relapsed SCLC (both
sensitive and resistant)

— The survival benefit was maintained across all prognostic
subgroups

The survival benefit of oral topotecan in Study 478 was consistent with
the benefit seen in supporting studies 065 and 396; as well as that
seen with IV topotecan

In Study 478, patients randomized to the oral topotecan + BSC
treatment arm showed a consistent and more favorable symptom
benefit than patients who received BSC alone across all lung cancer
symptoms


Presenter
Presentation Notes
 


Treat J et al. Topotecan in the treatment of relapsed SCLC patients with poor
Performance Status: Oncologist 2004; 173-181
a Huber RM et al. Proc.Am. Soc.Clin. Oncol.2000; 19:546a

17% ORR ( 3% CR a 14% PR)
14 % SD
TTP 8,7 tydne

sttedni doba preziti 16 tydnt pro PS 2, (PS1 254
tydne, PS 0 36,3)

ZlepSeni symptomu dusnosti, kasle, bolesti, anorexie,
nespavosti, chrapotu, inavy a aktivit denniho Zivota




Second line treatment of SCLC
with Topotecan

Treatment strategy:

« Chemo-sensitive disease: re-treatment with first line
chemotherapy or second line treatment with topotecan

« Chemo-refractory disease: second line treatment with
topotecan

e Chemo-resistance disease: second line treatment with
topotecan or clinical trials



Soucasna prakticka doporuceni

Dukazy pro klinicky benefit druhé linie leCby
SCLC je omezeny, selekce pacientu dle predchozi
odpovédi na 1eCbu , DFS, PS a rezidualni toxicity

Nedostatek dukazu pro doporuceni specifického
1éCebného rezimu , DFS vice jak 3 mésice EP,
CAV

Topotecan IV X Oral u DFS vice jak 45 dni
puvodné reagujici na 1. linn

Neni zietelny standard CHT pro refrakterni
chorobu (paclitaxel+carboplatina ?? ORR 73%)



DalSi rezimy - 1

« Paclitaxel + carboplatina — RR 73 % v leCbé¢ refrakterniho
SCLC

Groen HIM, Fokkema E. Bizsma B, et al. Pacltaxel and carboplatin m
the treatment of small-cell lung cancer patients resistant to cyclophos-

pharmde, doxorubicm, and etoposide: a non-cross-resistant schedule,
J Clin Oncol 1999;]17:027-9032

 Irinotecan x topotecan RR 30% senzitivni choroba, 10%
refrakterni choroba , irinotecan+cisplatina neprokazal
superioritu proti PE

* Docetaxel v monoterapii RR 25%



Phase II Trial of Amrubicin for Treatment of Refractory or
Relapsed Small-Cell Lung Cancer: Thoracic Oncology
Research Group thh 0301
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Dalsi rezimy - 2

Amrubicin —syntheticky 9-aminoanthracyclin, topoisomeraza inhibitor
II, RR 50% jak u refrakterni tak senzitivni choroby v monoterapii
(overall median survival time 11,2 mésice, jednolete preziti 44%

X vysoka toxicita — neutropenie G3/4 83-97%, FN 5-35%
Amrubicin x topotecan trialy faze 111 u senzitivni a refrakterni choroby
Pemetrexed zklamal jak pti 500 tak pti 900 mg/m?
Biologicka 1écba - signal-transduction inhibitors
- inhibitory angiogeneze
- induktory apoptozy a anti-bcl terapie

- Imunoterapie



ORR 68%, hlavni AE nechutenstvi, nausea a
zvraceni, median pieziti 12,8 mésice

Phase III Double-Blind, Placebo-Controlled Study of
Thalidomide in Extensive-Disease Small-Cell Lung Cancer
After Response to Chemotherapy: An Intergroup Study
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TABLE 3. Targeted Therapies Investigated in Small Cell Lung Cancer

Drug

Mechanism of Action

Stage of Development

Outeome

Farnesyl transferase inhibitors
RIIATTT (Zamestra)

Imatmib mesylate (Glivee)

Gefitimb (Tressa)

CCI-T79 ( Temstrolimus )

Thalidormde

ZD64T4 { Zactima)

Bevacizumab { Avastin)

Matrix metalloprotemase inhibitars
Manmastat

BAY 120366 { Tanomastat)
(3130 (Oblimersen)
PS-M| (Borezomib)
BECXBCG
p33 vaceine

BB-1000]

FT inhibitor

Small-molecule TEI ofc-Kit, ber-abl, PDGFR
Small-molezule TEI of EGFR

mIOR mhibutor

Immuncmodulatory Antiangiogenic

Small-molecule TEI of VEGFR and EGFR
Monoclonal antibody agamst VEGF

MMP mbnbitor
WMMP mbnbitor

Bel-2 antizensenligonucleatide
Proteasome hibitor

Manoclonal antibody
Dendritie cell vaccme

Immuncecnpugate of anti-CD36 antibody and DM

Phase ]

Phase ]
Phase ]

Phase ]

Phase [1I
Phase ]

Phase [

Phase [1I
Phase [1I

Phase ]
Phase ]

Phase [1I

Phase ]
Phase ]

Negative
Negative
Negative
Ongoing
Survival benefit
Ongoing
Ongoing

Negative
Negative
Ongaing
Ongaing
Negative
Negative
Ongaing

FT, famesy] transferage; TRL tyrosine kinges inhibitor; PDGFR, platelst-derved growth factor receptor; BGFR, epidermal growth factor receptor, mTOR, mammalian target of
rapantycin; YEGER, vascular endothelial growth factor receptor; YEGF, vascular endothelial growth factor; MMP, matrix metalloproteinase; BCG, bacille Calmette—Cudnn,




Soubor pacientu 1./2005 — VIII/2007

47 nemocnych, 18 (38%) Zen, 29 (62%) muzi, veék 35
-78 let

34% LD, 66% ED

Relaps do 3 mésicu 49% nemocni, nad 3 mésice 51%
nemocnych

Celkem podanych cyklu 143, prumér 3/pac.

Odlozeni cykli o 1-2 tydny 41 x(29%), zruSeni 1&Cby
23( PD béhem CHT klinicky 1 objektivneé)

12 x redukce davky na 1,25mg/m?



LécCebny rezim

e 1.5mg/m2 DI1-5 3W 30-t1 minutova infuze



Hematologicka toxicita

stupen |
Anémie 6,40%
Leukopenie 0%
Trombocytopenie 6,40%

Neutropenie 2,12%

stupen |l
12,80%
2,12%
8,50%
6,40%

stupen lli
19,10%
10,63%
21,30%
10,63%

stupen IV
2,12%
8,50%
8,50%

3FB/6,4%



LeCebne odpovedi

CR 0%

PR 5/10,6%

SD 9/19.1%

PD 23/48.9%
Neklasifikovatelni 10/21.,4%

..,

4 71jici pacientl




/aver

* Dle nasich zkuSenosti pripravek Hycamtin
prokazal ptiznivy pomeér prinosu a rizika
» De¢lka preziti nebyla hodnoceno

* Nevyhodou je dé¢lka rezimu a cena, peroralni
forma neni pro SCLC zatim registrovana



D¢kugi za pozornost
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