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SUMMARY

Current Status of Surgical Treatment for Malignant Pleural Mesothelioma
Seiki Hasegawa, Depariment of Thoracic Surgery, Hyogo College of Medicine, Nishinomiya, Japan

Malignant pleural mesothelioma (MPM) is a rare thoracic malignancy associated with very poor
Drognosis.

Extrapleural pneumonectomy (EPP), a very invasive surgery where ez bloc resection of ipsilateral
pleura, lung, and a part of diaphragm and pericardium is required, is performed with curative intent,
FHowever, EPP remains to be cvtoreductive rather than radical surgery for MPM, because its goal is
macroscopic complete resection. In this context, preoperative chemotherapy with cisplatin and peme-
trexed, followed by EPP and postoperative hemithoracic radiation is currently considered as “standard
therapy” for resectable MPM.

Results of recent major clinical trials on trimodality treatment (TMT) for MPM were not encourag-
ing ; TMT was completed in approximately 50% of enrolled patients, and overall survival ranged 14 to
184 months. However, in Toronto trial, median survival reached to 59 months in patients who had no
‘mediastinal node involvement and completed the entire TMT. This fact clearly illustrates that patient
selection plays a key roll in MPM treatment.

An all-Tapan clinical study on TMT feasibility is currently underway.
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MPM/EPP/TMT
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Table 1. Patient Characteristics

Treated patients 77
Mean age 62.2 years
[range] [44-77]

Gender: men/women 64/13
Histologic type: ep/non-ep 65/12
Primary site: right/left 50727
Stage: I/I/TI/TV 19/13/16/29
PS: 0172 74/3

ep, epithelioid; PS, performance status.

Table 2. Treatment Exposure

Total number of cycles administered: 285
Median number of cycles: 3
{range] 1-11
Average dosage (mg/m?
[range]
Pemetrexed: 4925
[375-500]
Cisplatin: 67.2
[45-75}
Table 3. Hematological Toxicities
Adverse events All grades Grade 3 Grade 4
) (%) (%) (%)
Anemia 68 (88.3) 6 (7.8) 2 (2.6)
Leukopenia 51 (66.2) 9 (1L.7) 1(1.3)
Neutropenia 47 (61.0) 9 (117 6 (7.8)
Thrombocytopenia 18 (234) 0 0
Febrile neutropenia 0 0 0
Neutropenic infection 0 0 0

S OVERE BRI CEHMi L /2. ESEE L, National Cancer In-
stitute Common Terminology Criteria for Adverse
Events (NCI-CTCAE) version 3.0 (ZH¥EH#L L CTHZE L 72
EFEREF % Table 1 1IR3, FHERIT 6225
(44~77 5%), BERNE B 64 1, 2ot 13 B, performance

status (PS) 2 0~1 2374 61, 2353 BITHh o 7. KR
&, ERERIGS I, JELRRATI26TH o7, BB

EIVE298 8L £ {,
B, THIAS19BITH o 7=

BRAE % Table 2 IIRT. AREEEEICB T 2K
TEFA ZNVEIL 285 ThHol:. ERTEDESTA 7
VEBREETII YA 70, RENF 1S4 70T, il
E3Y A 2 VTHo7z (Table2). FEHOFYIREE
&, =X b U F+EF 4925 mg/m2(375~500 mg/m?), ¥
AT 5 F > 672 mg/m? (45~75 mg/m2) TH o7z,

IIEAAS 16 60, ILEAAT13

Table 4. Non-hematological Toxicities-I

Adverse events All (g(;;?des Gr?(ycoi;e 2 Gr?(;{}f 3
Nausea 31 (40.3) 14 (18.2) 0
Vomiting 5 (6.5) 2(2.6) 0
Constipation 15 (19.5) 2 (2.6) 0
Diarrhea 2 (26) 0 0
Anorexia 6 (7.8) 4(.2) 0
Dysgeusia 3 (3.9 0 0
Hiccoughs 4 (5.2) 2 (26) 0
Stomatitis 2 (26) 0 0
Table 5. Non-hematological Toxicities-Il

Adverse events All E%/f)?des Grg/cg)e 2 Gr(aoii;a 3
Hepatic toxicity 12 (15.6) 2 (2.6) 0
Renal toxicity 21 (27.3) 1(13) 0
Hyponatremia 339 - 3 (3.9)
Fatigue 6 (7.8) 1(1.3) 0
Neurotoxicity 4 (5.2) 0 113
Tinnitus 1(L3) 1(L3) 0
Allergic reaction 2 (2.6) 0 2 (2.6)
Pulmonary toxicity 0 0 0

ZEVOFMICE L T, MEEEOKR T Table3 1T
AT, BILERERA, FHRERERSSENETR, 51460
(662%), 47 B1(61.0%) ICFBD LNz, ZDH b, FL—
3 LR, BMmERBORAAT 10 41(13.0%), 1FERER
A3 1546 (195%) Th o7z, FBEEGTHEREL B L O
FRERBABEEOREIERD N, o7z, B 63 5]
(883%)IZFBdSNI=AS, L — F 3D i3 851(104%)
THole. MAEEIRE 186 (234%) 28D 57
B, FL—F3MEERD LN EH o7

FEMETEDN I L, EREESEILIE LI
(40.3%), fEFAH15 61 (195%), EERIRA6 61(7.8%),
MEItA% 5 51 (65%) 2588 S IL7zhs, T L— F 1~
2 THho7z (Tabled).

FERREEBREZETFOMOIEMEEFERETIE, In
L7 Fo v ERIC X B EEREEE S 21 61(27.3%),
Me7I/ b5y 2A 725 —EBERICE ZFREEREEN
1261 (156%), BEBEIT6H (78%), TMEEE T4
B1(52%), &F F U 7 AMEA 3 HI(39%), 7L¥—
RISA 26 (26%) [CRBd o5z ZHOHT, KF MY
YAMERBEL L —F30FEEERE, #HEBEED ]
BETUVF—RIED 2HDHRTH o7z (Tabled). =i
L0 3G, BEESEAR KEAIEREZRTL
7o, d, MEEB X UCREBERIIED Ohizh o7
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* Trimodality therapy for malignant pleural mesothelioma.
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1 BERERREIC Y 2 BA LRS- IR AT A Rl 2 BZR AHRIRETIC £ Btrimodality therapy

(TMT) ICE3 ¥ 3 E L EREREEE (2004~2008F)

e e g e 4 B ALLSEREE =R EPPH{THl  H-RTHATE S4FIHERfE
()  EREC WA LUR s (%)  (GEfTE%) (%) (7)
14)
‘gg‘gz;) 19 I~III CDBDS T_GXEM 32 (éi) 32 23
Flores!® CDDP+GEM 8 19
(20064E) 19 M~V 4a—% 26 (42) 42 (EPPHEF71133.5)
Weder® 61 [~  CDDP+GEM NS 45 59 198
(20074E) 3a—2% (14) (BBAH) (EPPHEATH123)
Real” CBDCA+GEM 17 25.5
(20074) 21 I~ 33—2% 33 (81) 4 (EPPH&A745127.5)

TMT : trimodality therapy, EPP : extrapleural pneumonectomy (¥ Al £i%K#7), H-RT . hemithoracic radio-
therapy (F B £ =M i &34 B8 4F), CDDP . cisplatin, GEM : gemcitabine, CBDCA . carboplatin, PEM

pemetrexed, NS : not stated (E0&i 72 L)

Trimodality (C & 2 E£FR0EE
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Incidence of malignant mesothelioma in Japan
Cases/Year Based on death certificate data
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