Timik Malignitelerde
Multimodal Yaklasim
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ITMIG Yeni Evreleme:
Masaoka-Koga Sistemi

Tumor stage

Description

[

Il

i)

==

Tumors with invasion into but not through the capsule or:
Grossly and microscopically completely encapsulated Tumors in which the capsule is missing, but without
umor invasion into the surrounding orgaons/structiures
Microscopic transcapsular invasion

Macroscopic invasion into thymic or surrounding fatty
tissue, or grossly adherent but not breaking through
mediastinal pleura or pericardium

Macroscopic invasion of neighboring organs
( pericardium, great vessels or lung)
Pleural or pericardial dissemination

Lymphatic or hematogenous metastasis Microscopic involvement of the pericardium (either

partial in the fibrous layer or penetrating through the
serosal layer) or:

Microscopically confirmed direct penetration into the
outer elastin layer of the visceral pleura or into the lung
parenchyma, or:

Invasion into the phrenic or vagus nerves (microscopically
confirmed, since adhesion is not sufficient) or:

Invasion into or penetration through major vascular
structures {microscopically confirmed) or:

Adherence (ie. fibrous attachment) of lung or adjacent
organs only if there is mediastinal pleura or pericardial
invasion (microscopically confirmed)

Filossolung Cancer 83 (2014) 126-132
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Altin standart:
komplet rezeksiyon

Evre 1 timoma

F. Venuta et al. / European Journal of Cardio-thoracic Surgery 37 (2010)


http://en.wikipedia.org/wiki/File:Encapsulated_thymoma.jpg
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Masaoka Evre & Sagkalim
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Akira Masaoka (J Thorac Oncol. 2010:5: S304-
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WHO Histolojik Alt-gruplar & Sagkalim

WHO Incidence” 10-Year

Type Histologic Description (%o) Survival® (%)

A Medullary thymoma 9 97

AB Mixed thymoma 24 95

Bl Predominantly cortical 13 92
thymoma

B2 Cortical thymoma 24 81

B3 Well-differentiated thymic 15 62
carcinoma

C Thymic carcinoma 15 29

Conrad B. Falkson (J Thorac Oncol. 2009:4: 911-919)
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Prognostik Kriterler

Evre: Masoka Histoloji: WHO
I } LOKAL HASTALIK A } “selim”
AB
1A N
1B LOKAL/BOLGESEL — Bl
" |” ILERi HASTALIK
IVA - B2
B3 - “agresif”
VB METASTATIK Timik Karsinom

HASTALIK
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Prognostik Kriterler

Evre: Masoka

Histoloji: WHO

A
1B
1l
IVA

Bl
B2
B3
Timik Karsinom

b " 4

Multimodal Tedavi
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Timik Maliniteler:
Multidisipliner Onkolojik Yaklasimlar

e Radyoterapi
A () ~ e Kemoterapi
e Kemoterapi-Radyoterapi

e Kemoterapi
20Ual > e Kemoterapi-Radyoterapi
Kemoterapi
Kemoterapi-Radyoterapi
Pa Iyat|f Debulking Cerrahi

Biyolojik ajanlar
Hipertermik intraplevral KT
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TiMIK NEOPLAZILERDE
RADYOTERAPININ ROLU
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Evre | timoma: e 65
postop RT i

Evre

Lokalize 275 31
Bolgesel 626 69

Histoloji
A/AB 105 12
SEER veritabani; n: 900 hasta B1-83 167 19
Timik karsinom 76 8
Timoma, NOS 553 61

{A} Overall 5-year survival (B)
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JEFFREY A. FDRQUEF Int. J. Radiation Oncology Biol. Phys., Vol. 76, No. 2, pp. 440445, 2010
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Evre Il Timoma

CAARTD |

Niiks | Niiks

%40 mediastinal niiks | %0 mediastinal nuks ‘

%60 plevral/AC niiks %92 plevral met

Haniuda M, Ann Surg 224 (1996)

Monden Y, Ann Thorac Surg 39 (1985)
F. Venuta et al. / European Journal of Cardio-thoracic Surgery 37 (2010)
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Cumulative survival

Evre 11 & 11l TIMOMA:
Adjuvan RT

(B)
(A) Cause-specific 5-year survival
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JEFFREY A. FORQUER. Int. J. Radiation Oncology Biol. Phys., Vol. 76, No. 2, pp. 440—445, 2010
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Evre Il TIMOMA:
Radyoterapi

e Yeni serilerde sagkalim farki yok; 10 yila kadar %10 niiks olabilir
— Heterojen hasta gruplari
— Retrospektif degerlendirme
e RT grubunda daha fazla B3 ve |IB hasta mevcut

— Kisa takip streleri

Mangi A, Ann Thorac Surg 2002;74
Singhal S, Ann Thorac Surg 2003;76

e RT Onerilen evre Il hastalar:
— |IB

e Kapsul disi mediastinal yag dokusuna makroskopik tasan
e Perikard veya plevraya yapisik

— WHO B2-3

Berman A, Cancer 2011;117
Rena O, Eur J Cardiothoracic Surg 2007; 31
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Evre Il TIMOMA

e Mediastinal plevra
e Perikard

e AC

e BlUyuk damar

 Komplet rezektabilite:
%50 (%0-89)

e 10 vyil sagkalim %35-53

Venuta F, Ann Thorac Surg 76; (2003)
Thomas C, J Clin Oncol 17 (1999)
Ogawa, Cancer 94 (2002)

F. Venuta et al. / European Journal of Cardio-thoracic Surgery 37 (2010)
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Evre Ill & IV A TIMOMA

| AdjRT® || AdjRT+

Nuks Nuks

%92 plevral met

%0 mediastinal niks

Curran, J Clin Oncol 6 (1988)
Urgesi, Radiother Oncol 19 (1990)
Ogawa, Cancer 94 (2002)

F. Venuta et al. / European Journal of Cardio-thoracic Surgery 37 (2010)
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TiMIK NEOPLAZILERDE
MULTIDISIPLINER TEDAVILER
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Timik Neoplazilerde Sistemik Tedavi

Evre: Masoka

Histoloji: WHO

e Bl

B2
B3
Timik Karsinom

b " 4

Multimodal Tedavi
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Presentation Notes
cortical
thymoma, well-differentiated thymic carcinoma and thymic
carcinoma are aggressive tumours and tend to invade the
adjacent structures and metastasise. These findings will show
clear implications in the design of multimodality treatment
of these tumours.
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Timik Neoplazilerde Sistemik Tedavi

Evre: Masoka Histoloji: WHO
LA, e B1
. 1IB ~..B2
i e B3
IVA e Timik Karsinom

b " 4

Multimodal Tedavi
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Timik Neoplazilerde Sistemik Tedavi

Evre: Masoka Histoloji: WHO

o LA e Bl

S W - Bz

e i e B3
e Timik Karsinom =

b ' 4

Multimodal Tedavi
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Evre lll & IVA Timoma &
Multimodal Tedavi Stratejileri:
Sistemik Tedavinin Rolii
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Evre lll & IVA Timoma &
Multimodal Tedavi Stratejileri:
Sistemik Tedavinin Rolu

e Artmis yanit orani & RO rezektabilitenin
saglanmasi

e Sistemik kontrol

— Plevral nukslerin kontrolu
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Timik Neoplazilerde Sistemik Tedavi:

Evre llI-1V Hastalik

Author No. of Patients Chemotherapy Regimen Response Rate, % Median Survival (mo)
Platinum-based chemotherapy
with anthracycline
Berruti et al.'® 16 Cisplatin, doxorubicin, vincristine, 48
cyclophosphamide (ADOC)?
Kim et al.'! 22 Cyclophosphamide, doxorubicin, 95% at 5 yr (median not reached)
cisplatin, predinisone (CAP+P)“
Loehrer et al.'? 23 Cyclophosphamide, doxorubicin, 93

Platinum-based chemotherapy
without anthracycline
Giaccone et al.'?
Loehrer et al.'
Lemma et al.'?
Nonplatinum chemotherapy

Loehrer et al.'®

cisplatin, (CAP)*

16 Cisplatin, etoposide 56 51.6
28 (8 TO) Cisplatin, ifosfamide, etoposide (VIP) 35 31.6

24 Carboplatin, paclitaxel 33 =60
27(11 TO) Pemetrexed alone 17 NR

Nicole G. Chau J Thorac Oncol. 2010;5: S313-
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Indiiksiyon Kemoterapisi

& Rezektabilite

No. of Response Complete  Pathologic Complete

Author Patients Chemotherapy (CR + PR)  Resection Response

Bretti et al.>® 2004 25 Etoposide, cisplatin or doxorubicin, 18/25 11/25 2/25
cisplatin, vincristine, cyclophosphamide

Lucchi et al.?' 2005 25 Cisplatin, epirubicin, etoposide 20

Venuta et al.>>  5gp3 15 Cisplatin, epirubicin, etoposide 10/15 1/15

Berruti et al.'' 1993 6 Doxorubicin, cisplatin, vincristine, 5/6 1/6 0
cyclophosphamide

Jacot et al.?? 2005 5 Cisplatin, doxorubicin, cyclophosphamide 4/5 1/5

Macchiarini et al.'{g91 7 Cisplatin, epirubicin, etoposide 7/7 4/7

Kim et al.'? 2004 22 Cisplatin, doxorubicin, cyclophosphamide, 17/22 16/21 6/16%
prednisone

Rea et al.”* 1993 16 Doxorubicin, cisplatin, vincristine, 16/16 11 5/16
cyclophosphamide

Wright et al.'> 2008 10 Etoposide, cisplatin, 4/10 8/10

Kunitoh et al.'* 2010 21 Cisplatin, vincristine, doxorubicin, etoposide 13/21 9/21 3/21

%40-%100 %17-%80 0-%40

Gregory J. Riely(J Thorac Oncol. 2010;5: S323
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Rezeke Edilemeyen Hastalik:
Multidisipliner Tedavi ile Sagkalim

Komplet 5 yil
rezeksiyon (%) sagkalim
(%)
Bretti, ‘04 25 CAPP/VP 44 85#
Lucchi, ‘06 30 PEV 80 86 /76*
Venuta,'03 15 PEV 91 85/56**
Berruti, ‘93 6 CAP-O 17 NA
Jacot, ‘05 5 PEV 20 NA
Macchiarini, ‘93 7 CAP-P 57 NA
Kim,'04 22 CAP-O 76 95
Rea, 93 16 CAP-P 69 70N
Wright, ‘08 10 VP 80 69
Kunitoh,’10 21 CAV-O 43 85

#:st 3vs4da: 142 vs 46 mo; *:10vyr; st %; **:10vyr, B2/B3; ~:3yr
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Multidisipliner Tedavi

63 hasta;
evre llI-n: 43; IV A-n:20
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0.1 |

0,0 - - - — e —— :
(b) 0 20 40 60 80 100 120 140 160 180 200 220

Months

Bretti Lung Cancer (2004) 44, 69-
Kim Lung Cancer (2004) 44, 369
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Cerrahi sonrasi konsolidasyon KT gerekir mi?
Niiks Paternleri

Adjuvan RT

Adjuvan RT + Konsolidasyon KT

e N:84; %30 gogus disi nuks

Park, ‘94

e %27 uzak nuks

Rea, ‘93

e N:63; %25 gogus disi nuks,
%44 gdgus ici nuks
Bretti, ‘04

e 5yil OS: %53

Loehrer, ‘97

e N:14; 10 hasta nuks
%70 lokal-disi yayilim;
radikal niks tedavisi
10 yil OS evre lll: %100

10 yil OS evre IV A: %89
Yokoi, ‘07

e 5yl OS: %92 Kim, ‘04



Presenter
Presentation Notes
Adjuvant chemotherapy
may be a consideration; however, there is not enough
data to routinely recommend adjuvant chemotherapy
after complete resection.
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ORIGINAL PAPER

Association of clinical and pathological variables with survival
in thymoma

Adnan Aydiner - Alper Toker - Fatma Sen - Ercan Bicakci -
Esra Kaytan Saglam - Suat Erus - Yesim Eralp - Faruk Tas -
Ethem Nezih Oral - Erkan Topuz - Sukru Dilege
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WHO histoloji
A
Bl
B2
B3
Cins
K
E
Myasteni
Var
Yok

Istanbul Universitesi Torasik Onkoloji Grubu
TiMIK NEOPLAZILER & MULTIMODAL TEDAVI

12

co H~ U1 N

10

16

%

15.8
21.1
63.2

10.5
26.3
21.1
42.1

47.4
52.6

15.8
84.2

e 1995-2010: 140 hasta
— C:35(%25);
— C+adjuvan CT/RT:86 (%62)

e Bastainop olan 19 hasta

— multimodal tedavi adayi
— Neoadjuvan KT: 1-6 kiir (ort:3)

e Yas: 50 (16-80)
e Medyan takip: 20 ay (1-98)

e KT yanit:
— PR:6(%31.6)
— Stabil: 7 (%36.8)
— Progresyon :5 (%26.3)
e Cerrahi
— RO: 11 (%57.9)
— R2:2 (%10.5)
— Yapilamayan: 5 (%26.3)

Sen F; Med Oncol (2012) 29:2221
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Cum Survival

ITF Timik Maliniteler:
Multimodal Tedavi & Progresyonsuz Sagkalim

e Son durum:
— NED: 6 (%31.5)
— AWD:5 (%26.3)

e Medyan takip: 16 ay (1-100 ay)

8 hastada (%42.1) progresyon var
— S5yl PFS: %46.2 £13.7; medyan 33 ay

— . 0,
— 5yl GS: %60.8 +11.7 EX:8  (%42.1)
* 3:post-op
* 1: KT sonrasi pulm emboli
* 4: hastalik
A & B1: M2 &3 l
| 5 L. - erkek
‘ B2 & B3 ‘M 4 5o kadin
o 20 40 1p1 &0 80 100 0 20 40 1P 60 80 100 D| 2|D 4|D G|D 8|D
TTP1
A&B1: 71ay M2 & 3:70 ay erkek: 71 ay
B2 & B3: 17 ay M 4: 33 ay kadin: 33 ay

NS NS NS



diagnosis of
thymoma

stage
WAV

l

unresectable

resectable

chemotherapy

radiotherapy

single agent: e.g. IFO
combination:
e.g.ADOC,CAPP
targeted therapy

surgical |}

resection

'

incomplete
resection

.

radio(chemo)
therapy

resectable

l !

surgical
resection

| |

radiotherapy

unresectable

|

corticosteroids/
octreotide

incomplete
resection J/

radiotherapy [medl chemotherapy
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GELECEK BEKLENTILER
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Tokyo Subway Map: Analogy of Biochemical Pathways
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Key to Coll eyclo Survival
'ines DNA damags e WNT={l-catenin
MNutrient sensor —— Tolomare malntenance
Growth factor Cycle amrest
Antineoplastic defence ——— V¥iral oncogene

Cuollular process vannnen Under construction
Oncogone Activating step

D ——
Tumour SUPPressor —  Inhibiting step

TGF-p

TGF-R

FRA AR RN N AR IR AR IR AR RN AR R AR,
*

INK4B RB E2Fs

O R
INK4A CYCD-CDK4
Replicative
lifesp
" cycE-coK2
ALT

[2poptoss |

Routes that are under construction

Growth
factor References and links

G protein
Cytokine GPCR
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Timoma & Genomik Karakterizasyon

Type A thymomas (n=8)
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Type B3 thymomas (n =8)
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Thymic carcinoma (n=7)
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Kelly J Clin Oncol 29:4820-4827. © 2011
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Timik Maliniteler & Tedavi Hedefleri

Oncogene/Molecular Change

Thymoma (%)

Thymic Carcinoma (%)

EGFR

Gene amplification (FISH)

Overexpression (IHC)
HER2
Overexpression (IHC)
c-KIT (CD117)
Overexpression (IHC)
BCL2
Overexpression (IHC)
Tumor supprassor genes
TP53
LOH
Mutation
Overexpression (IHC)
P16INK4A
LOH
Loss of expression

20
23

<h

14

12-100

40-50

25
67-100

53

73-86

100

38

11-30

80-100

25
70
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Multimodal Tedavide Yeni Arayislar:
Hedefe Yonelik Ajanlarin Entegrasyonu

Octreotid EGFR-
Cetuximab
VEGE- Erlotinib & gefitinib
. . - i
e Bevacizumab C-kit
. . . . . i i i
e Sunitinib & sorafenib imatinib
[ ]
IGFR-1- HDAC
. . . i
e cixutimumab belinostat
No. of Thymic
Reference Drug Patients Thymoma Carcinoma RR SD PD
Kurup et al®®  Gefitinib 26 19 7 1 14 —
Bedano et al’® Erlotinib + 18 11 7 0o 11 7
bevacizumab
Giaccone et al’! Imatinib 7 2 5 0 2 5
Salter et al”? Imatinib 11 0 11 0 3 4
Giaccone et al’® Belinostat 41 25 16 2 25 13

Kelly J Clin Oncol 29:4820-4827. © 2011
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Multimodal Tedavide Yeni Arayislar:
Hedefe Yonelik Ajanlarin Entegrasyonu

Eligible Patients: ) imah

-Stage Il or IVa Thymoma cetuximab cetuxima '
-No Prior chemotherapy  — alone —» +CAP  —> Resection
-Thymic Carcinoma (4 weeks) X 4 cycles

excluded

ClinicalTrials.gov
A service of the U.S. National Instifutes of Health

MK-3475 in Patients With Thymic Carcinoma
Drug: MK-3475
Administration of 200 mg MK-3475 once every 3 weeks

Other Names:
Keytruda
Pembrolizumab
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