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ABSTRACT

ASCO Guidelines provide recommendations with comprehensive review and analyses of the relevant
literature for each recommendation, following the guideline development process as outlined in the
ASCO Guidelines Methodology Manual. ASCO Guidelines follow the ASCO Conflict of Interest Policy
for Clinical Practice Guidelines.

Clinical Practice Guidelines and other guidance (“Guidance”) provided by ASCO is not a compre-
hensive or definitive guide to treatment options. It is intended for voluntary use by clinicians and
should be used in conjunction with independent professional judgment. Guidance may not be
applicable to all patients, interventions, diseases or stages of diseases. Guidance is based on review
and analysis of relevant literature and is not intended as a statement of the standard of care. ASCO
does not endorse third-party drugs, devices, services, or therapies and assumes no responsibility for
any harm arising from or related to the use of this information. See complete disclaimer in Appendix 1
and 2 (online only) for more.

PURPOSE To provide evidence-based recommendations to practicing physicians and
others on the management of pleural mesothelioma (PM).

METHODS ASCO convened an Expert Panel of medical oncology, thoracic surgery,
radiation oncology, pathology, cancer genetics, and advocacy experts to
conduct an updated literature search, which included systematic reviews,
meta-analyses, randomized controlled trials, and prospective and retro-
spective comparative observational studies published from 2016 through
2024. Outcomes of interest included survival, disease-free or recurrence-
free survival, and quality of life. Expert Panel members used available
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Amerikan Klinik Onkoloji Dernegi (ASCO
tarafindan 2025 yilinda guncellenen “Plevral
Mezotelyoma Tedavisi® kilavuzu en son
gelismeleri kapsamaktadir

mezotelyoma hastalarinin
yaklasimlarin

Ayrica, plevral
yonetiminde  multidisipliner
onemine vurgu yapimistir



GUNCELLENMIS LITERATUR TARAMASINDA TESPIT EDILEN CALISMALARIN OZELLIKLERI

Sistematik incelemeler |Faz Il RCT Faz Il RCT Retrospektif

5 1 1 1 8 15

2 6 7 14 4 33

Kemoterapi 1 4 2 3 1 12
2 0 0 20 13 35

ermlin Testi 0 0 0 12 3 15

10 11 10 50 29 110



Intent Procedure Description Survival Mortality  spudy type
(months) (%)
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MARS 2

« MARS2, mezotelyomasi tek bir
hemitoraksa sinirli 335 hasta

Hastalar rastgele olarak yalnizca iki siklus
platin-pemetrekset kemoterapisi ile
genigletiimis plevrektomi dekortikasyonu
ve adjuvan kemoterapiye veya cerrahisiz
yalnizca kemoterapiye atanmistir

Cerrahi kolunda (EPD) medyan sagkalim
suresinin 19,3 ay, cerrahi olmayan
kolunda ise 24,8 ay

Figure 2.
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Number at risk Time since randomisation (months)
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(A) Overall survival and (B) progression-free survival

(A) Median survival: surgery 19-3 months (IQR 10-0-33-7), no surgery 24-8 months (12:6-37-4). Survival probabilities at 24 months: surgery 0-41 (95%
CI 0-34-0+49), no surgery 0-52 (0-44-0-59). (B) Median progression-free survival: surgery 10-6 months (IQR 6:3-21+6), no surgery 11-0 months (59—
19-6). Survival probabilities at 24 months: surgery 0-22 (95% CI 0-16-0-29), no surgery 0-17 (0-12-0-24). HR=hazard ratio. RMST=restricted mean

survival time.



Epiteloid olmayan
hastalar ve sistemik kemoterapide
hastalik ilerlemesi yasayanlar bile
rezeksiyona alinabilmistir

histolojiye sahip

Beklenenden cok daha yuksek oranda
diyafram ve perikard rekonstruksiyonlari
le  gogus  duvari rezeksiyonlari
gerceklestiriimis, bu da muhtemelen
beklenenden anlamli derecede yuksek
postoperatif morbidite ve mortaliteye yol
acmistir

Hastalar invaziv evreleme

prosedurlerinden gegcmemigtir

Figure 4.
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(A) Survival by histological subtype and (B) primary outcome sensitivity and exploratory analyses

Estimates are provided for the period 0—42 months. Instrumental variable analysis accounts for

crossovers. HR=hazard ratio. RMST =restricted mean survival time, months (95% CI). *Analysis

using 4 x average half-life of chemotherapy drugs received to determine when time-varying

covariate is switched off (=0). fAnalysis turning time-varying covariate off (=0) 21 days after the



* Rezeksiyonun kapsami, son 30 vyilda buyuk hacimli merkezlerden
retrospektif vaka serilerine dayanarak gelismistir

 T1ve T2 tumorleri, epitelyoid tumorlu hastalarda 69,8 aya yaklasan
medyan sagkalim ile iliskilendirilmistir, ancak T3 ve T4 tumérleri icin
plevrektomi/dekortikasyon sonuglari, secilmis seriler diginda ayni uzun
vadeli sagkalim sonugclarini gostermemistir

« Bu uzun vadeli sagkalimlara ragmen, en Iyi seriler, cerrahi planlanan
hastalarin  yalnizca  %60-80’inin  rezeksiyonu tamamlayabildigini
gostermektedir

. Pleurectomy decortication in the treatment of malignant pleural mesothelioma: Encouraging results and novel prognostic implications based on experience in 355 consecutive patients. Ann Surg 275:1212-1220, 2022
. Malignant pleural mesothelioma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2015:26



« 20 farkh veri setini degerlendiren 2018 tarihli bir sistematik
mcele_med Eara_n_klm_ koruyucu cerrahinin (PD veya EPD) 30 gunluk
mortalite %?2 ile iligkili oldugunu gosterdi

* Ayrica, 19 yillik bir sure boyunca EPD deneyimini anlatan buyuk, tek
karumlu bir deneyimde 90 gunlik %4 mortalite’ bildirildi

« Tum orneklerde, mortalite MARS2'dekinden onemli Olcude dusuk
gosterildi

Short-term outcomes of pleurectomy decortication and extrapleural
rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr




- Sarkomatoid veya bifazik hastaligi olan hastalarda
%21.4 90 gunluk perioperatif mortalite buldu

 Bu raporlar, hasta seciminin kritik bir bileseni olarak
Klinik evreleme degerlendirmesinin onemini daha da
vurgulamaktadir

. Is there a role for cancer-directed surgery in early-stage sarcomatoid or biphasic mesothelioma? Ann Thorac Surg 107:194-201, 2019



Neoadjuvan/Adjuvan Tedavi

e Cerrahinin amaci makroskopik tam rezeksiyon olup, bu
gercekte cogu vakada R1 rezeksiyonudur

« Hastalarin induksiyon terapileri (kemoterapi veya radyasyon) ile
veya olmadan makroskopik tam rezeksiyon denenmesi mi
yoksa induksiyon olmadan postoperatif adjuvan tedavi mi tercih
edilmesi gerektigi sorulari hala yanitsizdir

A randomised phase II study of extended pleurectomy/decortication preceded or followed by chemotherapy in patients with early-stage pleural mesothelioma:
EORTC 1205. Eur Respir J 63:2302114,2024
How does the timing of chemotherapy affect outcome following radical surgery for malignant pleural mesothelioma? Lung Cancer 100:5-13,2016



- EORTC 1205 faz i

calismasi, T1-3 NO-1
mezotelyomali hastalari adjuvan kemoterapi
ile ecikmis cerrahi ile  neoadjuvan
kemoterapiye randomize etti ve yalnizca 30
ve 90 gunluk %1.7 mortalite bildirdi

Sistemik  tedavinin ~ zamanlamasinin
makroskopik tam rezeksiyon oranini veya
diyafram, perikard veya gogus duvari
rezeksiyonu gerekliligini etkilemedigi bulundu

sell preceded or followed in patients pleural mesothelioma: EORTC 1205, Eur Respir J 632302114, 2024

TABLE 3.

Owverview of results of the rate of success (primary end-point), overall survival and progression-free

survival analysis (secondary end-poings)

AT A HAron B Arm A+ arm B
immediate deferred overall population
sSuUrgery sSUrgery
Patients 30 34 Rt 2
Successfully completed both treatment 24 (80) 27 (T 51 (80}
modalities per protocol within 20
weelks *
Adive, withowut signs of progressive 25 (B3] 20 (59 45 (FOh
disease at week 20 *
No residual grade 3 or 4 treatment- 29 (97) 34 (100) a3 (98)
related adverse events at weele 20 %
Patients fulfilling all the abowve criteria 21 17 38

(ie. treatment SUCCess)

Rate of success (two-sided 80% CI) %%
One-sided p-value

Progression-free survival months
Progression-free survival %46

A 1 year

Al 2 years

Hazard ratio (95%a CI)

Owerall survival months

Owerall survival 246

Ar 1 year

At 2 yvears

Hazard ratio ($5%a CI)

7O (56.8—-81.0)
0.358

10.8 (8.5-17.2)

44.9 (26.6—61.6)

22 8 (9.5-39.5)

Reference

27.1 (22.6—-64.3)

BG6.7 (568.3-54_8)

56.6 (36.0-FZ 8}

Reference

S50 (37.8—62.2)
0.976

B.D (7.2-21_9)

425 [(25.6—
58.4)
29.8 (15.3—
45.8)
1.08 (0.61—
1.92])
33.8 (23.8—
44,6

DI (F7.9—
D4
63.1 (44.1—
FFa)
1.22 (0.54—
2.34)

10.3 (B.0-17.0)

43.6 {(31.1-55.4)

26. 7 (16.3-38.2)

338 (23844 5]

S0.5 (80.1-95.5)

G603 {456.8-71.5)

Dpen in a new tab

Data are presented as n, n (26) or median (95% CI}, unless otherwise starved. *: 20 weeks with a

margin of 2 weeks allowed (1B—22 weeks]).



Immiinoterapi

« 2020 yilinda ipilimumab ve nivolumab kombinasyon tedavisi
FDA onayr almis, 2024 vyilinda ise kemoterapi Ile
iImmunoterapinin kombinasyonu onaylanmistir



Bu onayla birlikte plevral mezotelyoma tedavisi icin FDA onayli
3 tedavi secenegi bulunmaktadir:

e "Sisplatin + pemetrekset" kemoterapisi

*Bu ikili kemoterapiye elektriksel akim terapisinin
(NovoTTF-100L Sistemi) eklenmesi ve

* Nivolumab-ipilimumab kombinasyonu


https://www.drozdogan.com/sisplatin-ve-pemetrekset-alimta/
https://www.drozdogan.com/sisplatin-ve-pemetrekset-alimta/
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https://www.drozdogan.com/mezotelyoma-tedavisi-elektriksel-akim-ttf-novocure-yasam-suresi/
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TTF

Faz Il STELLAR denemesi _temelinde NovoTTF sistemi, platin-
pemetrekset ile birlikte PM’de FDA onayi almigtir

* NovoTTF, govdede alternatif elektrik alanlar (tumor tedavi
alanlari, TTFields) Greten tasinabilir bir biyomedikal cihazdir

+ Hastalar, ﬂbgijslerin__e transduser dizilerini tutmak icin yapiskan
bantlar kullanir ve gunde 18 saat boyunca cihazi kullanir

e TTF’lerin kanser hucresi bolinmesini

. N Kanse| { bozarak apoptozu
tetikledigi dugsunulmektedir

« Medyan OS 18,2 ay, medyan progresyonsuz sagkalim (PFS)
ise 7,6 ay olmustur

TTFields’in randomize bir ortamda mezotelyoma tedavisinde fayda
gogtermer_nls olmasidir. Bu  teknolojiyi  immunoterapilérle
egerlendiren ek ¢aligmalar devam etmektedir

Tumour yreating fields in combination with pemetrexed and cisplatin or carboplatin as first-line treatment for unresectable malignant pleural
mesothelioma (STELLAR): A multicentre, single-arm phase 2 trial. Lancet Oncol 20:1702-1709, 2019

100

757
£
E
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S 50
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25—

0 T T T T
0 6 12 18 24
Time since enrolment (months)
Number at risk 80 (0) 74 (1) 43(8) 20(25) 12 (31)

(number censored)

Figure 2: Overall survival
{aplan-Meier analyses of overall survival in the intention-to-treat population.



* Bununla birlikte sisplatin+pemetrekset ikili
kemoterapisine bevasizumab (Altuzan, Avastin, Mvasi) adli
veni damar olusumunu engelleyici anti-anjiyojenik ilacin
eklenmesinin de sagkallm oranlarini anlaml bir sekilde
artirdigint 2015  wvilinda  sonuclari  aciklanan  faz-
Il MAPS calismalarinda yer aliyor
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Agalyda, plevral mezotelyoma igin FDA onayl tedavilerin ve indirekt karglagtirmas: giedlebils:
Daha Once Tedavi Almamis Plevral Mezotelyomal Hastalarda
FOA Onayh Tedavilerin ve Faz-lll Klinik Arasbirma Sonuclannin Indirekt Karsilagirmas:
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Radyasyon Terapisi

« Radyasyon terapisi, ileri hastalikta semptomlari hafifletebilirken,
eksik bir cerrahi rezeksiyon sonrasi rolu, saglam akcigere
yuksek toksisitesi nedeniyle hala tartismalidir



 Radyasyon Tedavisinden Sonra Mezotelyoma icin

Cerrahi” (SMART) rejimi, 5-6 Gy dozunda be
fraksiyon  uygulanir© ve ardindan ipsilateral
hemitoraksta = radyasyon pnomonisi  geligimini

onlemek icin EPP ile akcigerin tam rezeksiyonu
yapilir

* Bu multimodal tedavi_yaklasimi, etkileyici uzun
vadeli hastalik kontrolu saglamis, genel medyan
sagkalim 24,4 ay, epitelyoid MPM'li bir alt grupta
Ise 42,8 ay olmustur

’

« Ancak, 30 gunlik perioperatif 3-4. derece
toksisite orani %49’dur

Surgery for malignant pleural mesothelioma after radiotherapy (SMART): Final results from a single-centre, phase 2 trial. Lancet Oncol 22:190-197, 2021

Grade 3 Grade 4
Any grade 3 or 4 complications 33 (34%) 14 (15%)
Atrial fibrillation 24 (25%) 0
Pneumonia 1(1%) 4 (4%)
Venous thromboembolism 3(3%) 1(1%)
Orthostatic hypotension 4 (4%) 0
Empyema 2(2%) 2 (%)
Chylothorax 2 (2%) 1 (%)
Haemothorax 0 3 (3%)
Fluid retention 2 (2%) 0
Diaphragmatic dehiscence 0 (%) 2 (%)
Wound dehiscence or infection 2 (2%) 0
Hiccups 2 (2%) 0
Gastrointestinal bleeding 0 1(1%)
Platypnoea-orthodeoxia syndrome 0 1(1%)
Clostridium difficile colitis 1(1%) 0
Renal dysfunction 1(1%) 0

Data are n (%). Patients were counted for each complication.

Table 2: Grade 3 and 4 complications within 30 days of extrapleural

pneumonectomy



‘Mudahale yollarinin nuksunu onlemek i¢in proflaktik radyasyon:
eGenellikle onerilmemelidir

Akciger koruyucu olmayan sitoreduktif cerrahi (EPP) geciren hastalar:
eHemitorasik adjuvan radyoterapi onerilebilir

Akciger koruyucu sitoreduktif cerrahi (P/D veya EPD) geciren hastalar:
eHemitorasik adjuvan yogunluk ayarli radyoterapi (IMRT) onerilebilir



Kemoterapi: Giincel Oneriler

« Kemoterapi icin platin ve pemetrekset kombinasyonu onerilir

« Kemoterapi, neoadjuvan veya adjuvan olarak uygulanabilir.



Patolojik Bulgular: Degisiklikler

* Hastalik Adi Degisikligi: “Malign mezotelyoma” vyerine sadece
“mezotelyoma” terimi kullanilacaktir

* Histolojik Alt Tipler: Mezotelyoma, epitelioid, sarkomatoid veya
bifazik olarak rapor edilmelidi

* Mezotelyoma in situ: Uzun sureli plevral efizyonu olan hastalarda
prekanseroz (kanser 6nculi) bir durum olarak tanimlanmistir



Germline (Kalitsal) Testler

 BAP1 Gen Mutasyonlari: Mezotelyoma hastalarinin %5-15 kadarinda tespit edilen
bu mutasyon, hem hastanin hem de aile Uyelerinin kanser riskini etkiler

* Ayrica, bu mutasyona sahip hastalarda platin bazli kemoterapi ile sagkalim siresi
onemli 6lcude uzamaktadir

 TUm mezotelyoma hastalarina, ideal olarak BAP1 ve DNA tamirinde yer
alanldlgledr genleri iceren ¢ok genli bir panel ile kalitsal genetik test
sunulmalidir

* Germline variants incidentally detected via tumor-only genomic profiling of patients with mesothelioma. JAMA Netw
Open 6:€2327351, 2023



Ozet

Epitelyoid olmayan kanserli hastalar icin palyatif sistemik tedavi ve
radyasyon, semptom yonetiminin temelini olusturur

Epitelyoid histolojili ve bir hemitoraksa sinirhh PM'li hastalar icin, MCR
mumkunse cerrahi, kemoterapi ve adjuvan radyasyonu igceren kombine-
modalite yaklasimi uygun bir segcenektir

Ancak, yalnizca sistemik tedavi de makul bir yaklasimdir



Surgery

Does surgery have a ole in the management of 2.1, Surgical cytoreduction should not be routinely offered to all patients based solely on anatomic resectability.
mesothelioma? (Evidence quality: High; Strength of recommendation: Strong)

2.2. Surgical cytoreduction should only be offered to highly selected patients who have favorable prognostic
characteristics including clinical early-stage (T1-3NO) epithelioid tumors. (Evidence quality: Moderate; Strength
of recommendation; Strong)

Qualifying statement for Recommendation 2.2
This procedure is best performed in patients who are comprehensively staged and at centers with documented low
morbidity and mortality within the context of multimodality therapy and preferably within clinical trials

2.3. Patients with histologically confirmed sarcomatoid mesothelioma should not be offered maximal surgical
cytoreduction. (Evidence quality: Moderate; Strength of recommendation: Strong)

2.4. Systemic chemotherapy may be offered either before or after surgical cytoreduction. (Evidence quality: High:
Strength of recommendation: Strong)




Zor bir hastaligin karmasik senaryosunda, hala ¢ok fazla agik soru ¢oztulememistir

Plevral mezotelyoma insidansinin artmasina ragmen, buna karsi silahlarimiz hala
sinirhdir

Evrensel olarak kabul edilmis bir cerrahi terapi yoktur ve immunoterapinin rolu hala
tartismalidir

Gelecekteki calismalar randomize kontrolli denemelerin (RCT), klinik evrelemenin daha
dogru bir tanimini, cerrahi kriterlerin uygun karakterizasyonunu ve PMde
immunoterapinin faydalari ile toksisitesini belirlemek i¢in zorunlu oldugu agiktir



*Tesekkurler
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