THYMUSCARCINOMEN
HOE AANPAKKEN?
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MALIGNE TUMOREN IN HET VOORSTE MEDIASTINUM

* Bij volwassenen vaak thymoma of thymuscarcinoma
* Lymfoom
- Germinoom

- Midline carcinoom
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* Incidentele bevinding

* Lokale symptomen: pijn, hoest, dyspnee, stridor, hemoptoé, dysfagie, dysfonie,
vena cava superiorsyndroom

* Systemische symptomen:
- Anorexie
- Gewichtsverlies
- Koorts
* nachtzweten

* Paraneoplastische symptomen
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- Neuromusculair:
* Myasthenia gravis (15% heeft thymoma)

* Immunologisch:
* T-cell dysfunctie

* Hematologisch:
* Pure red cell aplasie
* Thrombopenie

- Endocrien:
* Cushing
* Hypercalcemie

- Mucocutaan:
* Lichen planus
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* Thymoma (A, AB, B1, B2, B3): 85-90%; omkapseld of lokaal invasief

* Thymuscarcinoma (C): 5-10%; lokaal invasief, hematogene spreiding

* Neuro-endocriene tumor (NET) en neuro-endocrien thymuscarcinoma: 5%
* Thymolipoma

- Adenocarcinoma
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* Stadium I: volledig omkapseld

- Stadium I
* A:lInvasie in het kapsel
* B: Invasie in het vetweefsel of de pleura

* Stadium lll: invasie in naburige organen (de long, de n. phrenicus, de vaten)

* Stadium IV
* A: Pleurale of pericardiale spreiding (droplet metastasen)
* B: Lymfogene of hematogene spreiding
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TNM 8th Edition
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Stage 1 Stage I1

Stage Illa

Multimodale thera

Detterbeck et al. J Thorac Oncol 2014;9: S65-72
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Indicatie voor resectie: Indicatie voor biopsie en

Solitair inductie

Niet invasief - Niet goed primair resecabel

Geen kiemcelmerkers - Nood aan weefseldiagnose

- Volledig resecabel
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GEEN RCT...

CAP 5o0-50-50

CAP 500-60-90

ADOC 50-40-0,6-700
Cbcda taxol (6auc-225)
Cbcda taxol (6auc-225)

Cddp vpa6 (60-360)
VIP (75-5000-80)

Pembrolizumab
Pembrolizumab
Sunitinib

Lenvatinib

thymoma

thymoma, induction
thymoma, retrospective
thymoma
thymuscarcinoma
thymoma

both
thymuscarcinoma

both

both

thymuscarcinoma
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Fig. 1. (a) Respanse rates of platinum-based regimens. (b) Response rates of 1% line therapy. (¢) Response rates in thymoma. (d) response rates in thymic carcinoma.

d

Berghmans et al., Lung Cancer, 2018
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- Cisplatin-gebaseerde schema’s lijken meest actief
* Partner compounds anthracycline of etoposide lijken evenwaardig
* Response rates boven 5o%, zowel primair als bij herval

- Zelfde schema’s bij thymuscarcinomen als bij thymomen

Berghmans et al., Lung Cancer, 2018
Wei et al., Cochrane Database Syst Rev, 2013
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* Chemotherapie: zelfde schema'’s

* Checkpoint inhibitoren
* Pembrolizumab
* Nivolumab

* Tyrosine kinase inhibitoren

- Octreotide
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Table 5

Summary of targeted therapies and octreotide.
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Reference

N Drugs

Thymoma/TC M/F

ORR (%) Survival

Therapeutic line CT part of multimodal
treatment

Giaccone 2009
[61]

Palmieri 2012 [62]

Rajan 2014 [23]

Thomas 2015 [24]
Remon 2016 [25]

Gubens 2015 [63]
Zucali 2018 [26]

Palmieri 2002 [27]
Loehrer 2004 [28]

Kirzinger 2016
[64]

Imatinib
Imatimib
Cixutumumab
Sunitinib
Sunitinib

Saracatinib
Everolimus

Octreotide + PDN
Octreotide + /- PDN

Octreotide + PDN

2/5

12/3
37/12

16/24
8/20
12/9
32/18

13/3
32/6

15/2

6/1
10/5
26/23

22/18
19/9

11/10
28/22

8/8
19/19

4/13

s

NR

MST 162m
5-year 0%
NR

MST 154 m
MST 231 m
MST 257 m
1-year 72%
MST 15m

1 and 2-years 87% and
76%

NR

NO

YES
NO

NO
NO
NO
NO

NO
NO

NO

N = number of patients; TC = thymic carcinoma; ORR = overall response rate; M/F = male/female; PS = performance status; NR = not reported; MST = median

survival time; PDN = prednisone; CT = chemotherapy.

Berghmans et al., Lung Cancer, 2018




SUNITINIB R <o cuven [EAPENEINY

* Single arm fase 2, 2 centre
* Voorbehandeld met chemotherapie

* Eindpunt response rate

Thymuscarcinoma (25) Thymoma (16)

[ Progressive disease
[ Stable disease
[ Partial response

» On treatment

Change in tumour size from b

ThomasA., et al., Lancet Oncol, 2015



—@- Thymic carcinoma (16/24 failed)
—A— Thymoma (11/16 failed)

Progression-free survival (%)

Number at risk
Thymoma 16
hymic carcinoma 24

~@- Thymic carcinoma (7/24 failed)
—A— Thymoma (5/16 failed)

Overall survival (%)

) L T ThomasA., et al., Lancet Oncol, 2015

Months from on-study date
Number at risk

Thymoma 16 8
hymic carcinoma 24 13
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* Single arm fase Il studie, multi center

* Voorbehandeld met chemotherapie I Partial response (n=16)

[ Stable disease (n=24)
Iil,u [ Progressive disease(n=2)

g g

*

* Eindpunt = response rate

" N =42

Changes in tumour size from baseline (%)

Sato et al., Lancet Oncology, 2020



Dose of lenvatinib per day
Before treatment
124 mg
20 mg
114 mg
10 mg
18 mg
14 mg
=>(0ngoing treatment
¢ First response
® Disease progression
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Time since enrolment (months

Sato et al., Lancet Oncology, 2020
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PEMBROLIZUMAB

Longest Diameters of Target Lesion (%)
|

Best Change From Baseline in Sum of

Single arm fase ll, single center

Voorbehandeld met chemotherapie

* Eindpunt = response rate

Patients

Thymuscarcinoma n = 26; Thymoman =7 " oo

I3
12 18 24 30 36 42 48 654 60 66 72 78 84 90

Graad >2 Al nevenwerkingen bij 4/26 en 5/7(!) Dot s s

100

& 3 3
Overall Survival (%)

Progression-Free Survival (%)
3

0 3 6 9 12 15 18 21 20 0 3 6 9 12 15 18 2 2
. Time Since Treatment Initiation (months) Time Since Treatment Initiation (months)
Cho et al., J Clin Oncol 2019 No.srie No.sre
=~ Thymoma 7 4 2 1 = Thymoma 7 6 4 4

= Thymic carcinoma 26 14 4 4 = Thymic carcinoma 26 20 16 12
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[l stable disease
B Progressive disease

Number of Patients
SN
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Fig 2. Association between programmed cell death ligand 1 (PD-L1) immunostaining or PD-L1 mRNA expression and best response in patients with available tumor samples for analysis.
(A) All of five responders had 2 50% PD-L1 immunohistochemistry (IHC) proportion score. (B) Correlation between PD-L1 IHC proportion score and PD-L1 mRNA expression on the basis

of best response.

Published in: Jinhyun Cho; Hae Su Kim; Bo Mi Ku; Yoon-La Choi; Razvan Cristescu; Joungho Han; Jong-Mu Sun; Se-Hoon Lee; Jin Seok Ahn; Keunchil Park; Myung-Ju Ahn; Journal of
Clinical Oncology 2019 372162-2170.

DOI: 10.1200/JC0.2017.77.3184
Copyright © 2019 American Society of Clinical Oncology
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* Single arm single center fase 2

* Voorbehandeld met chemotherapie A T ———— o

ey

9162027 3 15 1 13 411926 7 33 34 14383931 6 29403010 8 35 2 37 21 24 22 253236 1123 17 28 4 5 12

* Eindpunt = response rate
* Thymuscarcinoma, n = 41

- 6/41 Al SAE

Giaccone et al., Lancet Oncol, 2018

20 25
Number of pembrolizumab cycles
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* Single arm multicentre fase
* Voorbehandeld met chemotherapie
* Thymuscarcinoma, n = 15

* Eindpunt = response rate: 0%

Maximum tumour shrinkage from baseline

* 1/15 Al grade 3 AE

KatsuyaY. et al., Eur J Cancer, 2019
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* EORTC Nivothym studie

* Voorbehandeld met chemotherapie
* N = 55 (45 thymuscarcinoma)

- Response rate 35% (39%)

* PFS 6: 50% (35%)

- OS 21,3 maanden

* 9iAE graad 3
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GEMCITABINE + CAPECITABINE

* Single arm multicentre fase

* Voorbehandeld met chemotherapie

* 22 thymomas, 8 thymuscarcinomas (22 en 3 in preliminair report)
" 12 responsen (40%; 33% in TC)

* PFS 11 maanden

- 0524 =67%

Palmieri et al., Ann Oncol, 2010
Palmieri et al., Future Oncol, 2014
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* Single arm fase Il

* Voorbehandeld met chemotherapie

* Eindpunt = PFS

* N =27: Thymoma en Thymuscarcinoma (16/11)

- PFS 11 maanden (T) en 3 maanden (TC)

Gbolahan et al., JThorac Oncol, 2018
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* Bij nood aan inductie: platinum-gebaseerde chemotherapie
+ CAP
- VIP of CE

* In palliatief stadium (keuze afhankelijk van ziektegeschiedenis, evolutiesnelheid,
comorbiditeit):
- Tweede lijn chemotherapie
- Gemcitabine capecitabine
- Paclitaxel

* Octreotide bij positieve dotatate (vooral bij thymoma)
- Tyrosinekinaseremmers off label
* Immuun Checkpoint inhibitie (niet beschikaar)



