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[ Abstract ] Background and objective Malignant pleural mesothelioma (MPM) is a highly aggressive disease
arising from pleural mesothelial cells. Advanced pleural mesothelioma has a poor prognosis, with a median survival of no more
than 15 months. First line standard chemotherapy regimen recommended is Pemetrexed based chemotherapy regimen, with
or without bevacizumab. There is no consensus on whether patients who have received first-line standard chemotherapy can
benefit from pemetrexed maintenance chemotherapy. The study aimed to investigate the efficacy and safety of pemetrexed
maintenance therapy (PMT) after treatment with a pemetrexed and platinum regimen for patients with MPM. Methods A
total of 40 MPM patients were collected from Cancer Hospital Chinese Academy of Medical Sciences from January 2013 to
January 2018, eligible patients were unresectable MPM, without disease progression following 4 to 6 cycles of pemetrexed
and platinum, including pemetrexed maintenance therapy group (22 cases) and observation group (18 cases). The last follow-
up was conducted in January 2020. The primary endpoint were progression free survival (PFS), and the secondary end points
were overall survival (OS), the efficacy, adverse reactions of PMT. Results The median PFS in the PMT arm was longer than
that in the observation arm (8.5 mon vs 3 mon, P=0.008), but there was no significant difference in median OS (26.4 mon vs
15.7 mon, P=0.177). Objective response rate (ORR) of two group were 22.7% and 0%, respectively. The grade 3-4 toxicity in
PMT group included grade 4 neutropenia in 1 patient (4.5%), grade 3 neutropenia in 1 patient (4.5%), grade 4 anemia in 1
patient (4.5%) and grade 3 nausea and anorexia in 1 patient (4.5%). Conclusion Pemetrexed maintenance therapy following

initial pemetrexed and platinum chemotherapy improve PES in patients with MPM, and is well tolerated.
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Fig 1 Survival curve of the patients. A: Patient’ s progression free survival (PFS) curve; B: Patient’ s overall survival (OS) time curve.
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Tab 1 Clinical characteristics of patients

Characteristics All patients (n=40) Maintenance (n=22) Observation (n=18) P

Gender 0.919
Male 27 (67.5%) 15 (68.2%) 12 (66.7%)
Female 13 (32.5%) 7 (31.8%) 6(33.3%)

Age (yr) 0.695
Median (range) 61.5 (34-75) 61.5 (34-69) 61.5 (49-75)
<65 29 (72.5%) 17 (77.3%) 12 (66.7%)
>65 11 (27.5%) 5(22.7%) 6(33.3%)

Smoking status 0.356
Smoker 19 (45.0%) 9 (40.9%) 10 (55.6%)
Never smoker 21 (52.5%) 13 (59.1%) 8 (44.4%)

IMIG stage 0.770?
| 2 (5.0%) 1 (4.5%) 1(5.6%)
1l 5 (12.5%) 2(9.1%) 3(16.7%)
] 9 (22.5%) 6 (27.3%) 3(16.7%)
1\ 24 (60.0%) 13 (59.1%) 11 (61.1%)

Histology >0.999°
Epithelial 35 (87.5%) 19 (86.4%) 16 (88.9%)
Sarcomatoid 2(5.0%) 1 (4.5%) 1 (5.6%)
Mixed type 3 (7.5%) 2 (9.1%) 1(5.6%)

ECOG performance status 0.781
0 28 (70%) 15 (68.2%) 13 (72.2%)
1 12 (30%) 7 (31.8%) 5 (27.8%)

Best response to first-line

standard chemotherapy 0622
PR 15 (37.5%) 9 (40.9%) 6(33.3%)
SD 25 (62.5%) 13 (59.1%) 12 (66.7%)

Prior surgery 0.859
No 34 (85.0%) 18 (81.8%) 16 (88.9%)
Yes 6 (15.0%) 4 (18.2%) 2(11.1%)

Radiotherapy 0.305
No 37(92.5%) 19 (95.5%) 18 (88.9%)
Yes 3 (7.5%) 3 (13.6%) 0(0.0%)

IMIG: International Mesothelioma Interest Group; ECOG: Eastern Cooperative Oncology Group; PR: partial response; SD: stable disease. a: P

value was x?2test of IMIG stage |-l vs IlI-1V; b: P value was x?test of epithelial type vs non-epithelial type.
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Tab 2 Best response of patients

All patients (n=40) Maintenance (n=22) Observation (n=18)

Best response to first-line standard chemotherapy

PR 15 (37.5%) 9 (40.9%) 6(33.3%)

SD 25 (62.5%) 13 (59.1%) 12 (66.7%)
Best response to maintenance group or observation group

PR 8(20.0%) 5(22.7%) 0 (0.0%)

SD 19 (47.5%) 12 (54.5%) 10 (55.6%)

PD 13 (32.5%) 5(22.7%) 8 (44.4%)

PD: progressive disease.

% 3 CoxEFNIMBENEFER
Tab 3 Cox Proportional Hazards Modeling of patient” s survival status

Influencing factors PFS 0s
HR 95%Cl P HR 95%Cl P

Gender 1.059 0.374-2.998 0.913 0.871 0.234-3.245 0.837
Age 1.054 0.449-5.039 0.509 1.232 0.319-4.761 0.762
ECOG performance status 0.689 0.300-1.579 0.378 0.558 0.196-1.590 0.275
Smoking status 0.967 0.306-3.055 0.955 1.709 0.328-8.913 0.525
Histology 0.313 0.092-1.063 0.063 2471 0.486-12.564 0.276
IMIG stage 0.386 0.118-1.264 0.116 0.238 0.047-1.192 0.081
Prior surgery 2.686 0.837-8.615 0.097 9.456 1.185-75.449 0.034
Radiotherapy 0.252 0.056-1.141 0.074 0.564 0.092-3.467 0.537
Observation 5.049 1.768-14.422 0.002 2.558 0.826-7.919 0.103

PFS: progression free survival; OS: overall survival time; Cl: confidence interval; HR: hazard ratio.

® 4 ERRTANTR K
Tab 4 Adverse events in pemetrexed maintenance therapy group

All Grade 3 Grade 4
Hematologic adverse events
Anemia 10 (45.5%) 0(0.0%) 1(4.5%)
Leucocytopenia 8(36.4%) 0(0.0%) 0(0.0%)
Neutropenia 10 (45.5%) 1 (4.5%) 1(4.5%)
Non hematologic adverse events
Liver function injury 3(13.6%) 0 (0.0%) 0(0.0%)
Fatigue 9 (40.9%) 0 (0.0%) 0 (0.0%)
Nausea and vomit 8(36.4%) 1 (4.5%) 0(0.0%)
Constipation 1 (4.5%) 0(0.0%) 0(0.0%)
Rash 1 (4.5%) 0 (0.0%) 0 (0.0%)
Alopecia 1 (4.5%) 0 (0.0%) 0 (0.0%)

o, 7ERE e ZE R BERIE G, T et 2248 17910 H vs 61 H, P<0.000,1) , HFEEYERTTSZ . AT TIF5TH
I RE R AR Z AR HAIT AL, R K R e R R EG SEh ZE A RHA TR N T R E PESHY3R £5 (8.5
JEIHE] (time to progress, TTP) FOS (8.5/|\|ﬁvs m/l\ﬁu ﬁ vﬁ/l\)ﬁp=0.008) s BRERAIT A WS mOS A 1E K
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