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Prognostic factors in di¡usemalignant pleural
mesothelioma: e¡ects of pretreatment clinical and
laboratory characteristics
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Abstract The aim of this study was to investigate the e¡ects of various pretreatment clinical and laboratory charac-
teristics on the survival of patientswith di¡usemalignant pleuralmesothelioma (DMPM).One hundredhistopathologically
con¢rmed DMPM patients were evaluated. Fifty-nine were treated with chemoimmunotherapy, while 41who had re-
fused chemoimmunotherapy received supportive therapy alone.The following pretreatment characteristics were eval-
uated in both univariate and multivariate Cox regression analyses: age, gender, Karnofsky performance score (KPS),
histology, asbestos exposure, presence ofchestpain, dyspnoea, weight loss, symptomduration, smokinghistory, disease
location, plateletcount, haemoglobin, white bloodcell (WBC) count, serumlactate dehydrogenase (LDH) andextentof
disease (stage).Univariate analysis showed that patients with age �75 years, male gender, smoking history, advanced
stages above stage I disease,KPS 570,WBC count �8450 and LDH level �500 IUl71 have a worse prognosis.With
multivariate Cox regression analyses, age �75 years, advanced stages above stage I disease,KPS 570 and LDH level
�500 IUl71were foundtobeindicatorsof apoorerprognosis.Inconclusion, inour studyeachof lowperformancestatus,
older age, advanced stage disease, high LDHlevel andprognosiswere found to berelated.
c 2001Harcourt Publishers Ltd

doi:10.1053/rmed.2001.1178, available online at http://www.idealibrary.comon

Keywords mesothelioma; prognosis; asbestos exposure; histopathology; treatment.
INTRODUCTION
Di¡use malignant pleural mesothelioma (DMPM) is a
highly lethal neoplasm (1,2). It has continued to be an
important health problem for communities that have
occupational or environmental asbestos exposure (3^5).
The incidence of this aggressive tumour is still increasing
and is expected to go on doing so (6^8). In most
published series of patients, the median survival for this
disease is reported to be about1year (9^12). Although it
is claimed that multi-modality regimens slightly prolong
survival for relatively few patients in whom it is possible
to perform radical surgery (13,14), most patients have
unresectable disease at presentation and systemic
therapy has been the only treatment option for them.

However, to date, the overall response rate is low and
the median survival time is not long enough for
chemotherapy schedules. Well de¢ned studies indicate
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that mesothelioma may not be totally chemotherapy
resistant, and some chemotherapeutics are moderately
e¡ective for responsive patients (15^18).

Studies are largely contradictory about prognostic
factors for DMPM which would be helpful in planning
appropriate treatment for these patients and evaluating
the e¡ects of treatment (19^21).Therefore, future inves-
tigations should be aimed at determining which patients
will be responsive and identifying useful prognostic
factors.

Our clinic is a department of the Medical Faculty of
Osmangazi University in Eskisehir, Turkey.The Eskisehir
district is located in central Anatolia.Many patients with
DMPM or other asbestos-related chest diseases are
admitted to our clinic in each year. Although there is no
occupational asbestos exposure in the Eskisehir district,
environmental asbestos exposure due to the use of
asbestos-contaminated white-soil was very widespread
in our rural region until the1980s (7).

In this study we aimed to investigate the e¡ects of
variouspretreatmentclinical and laboratorycharacteris-
tics on the survival of patients with DMPM.



TABLE 1. Characteristics of the patients

Patients characteristics

Patientnumber 100
Mean age (range) 57?0 (26^90) years
Male: female 49 : 51
Asbestos exposure 81 (81%)
Mean asbestos exposure duration
(range)

26?7 (0^80) years

Stage
I 31 (31%)
II 20 (20%)
III 32 (32%)
IV 17 (17%)

Histopathologic subtype
Epithelial 48 (48%)
Mixed 18 (18%)
Sarcomatous 11 (11%)
Unidenti¢ed 23 (23%)
Mean Karnofskyperformance status
(range)

70?5 (50^90)

Smokinghistory 42 (42%)
Men smoking 38/49 (78%)
Women smoking 4/51 (8%)
Mean symptomduration (range) 5?0 (0?3^72)months
Symptoms atdiagnosis
Weight loss 53 (53%)
Chest pain 78 (78%)
Dyspnoea 80 (80%)
Numberof patients treatedwith
chemotherapy

59
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MATERIALSANDMETHODS

Patients

One hundred consecutive patients with histologically-
proven DMPM, from January 1991 to December 1999,
were evaluated in this study.Histopathological examina-
tion of biopsy samples from all patients has been per-
formed in the Pathology Department of our Faculty.Of
the samples, 29 were also examined by Dr A.R. Gibbs
from Llandough Hospital in U.K. Samples were stained
with haematoxylin^ eosin, alcian blue and mucicarmine
histochemical stain. Immunohistological con¢rmation of
carcinoembryonic antigen and Leu-M1was obtained for
these 29 patients, and carcinoembryonic antigen, vimen-
tin and keratin in the others. After the histopathological
diagnosis, all patients were staged according to the
International Union Against Cancer staging system
by using thoracic, abdominal and brain computer
tomographic scans, bone scanwithTC99 and other related
tests (22,23).

Of the patients, 59 were put on a chemoimmuno-
therapy programme consisting of cisplatin, mitomycin C
and recombinant interferon-a 2a or carboplatin, mito-
mycin C and ifosfamid, while 41 were given supportive
therapy alone (24).

The following pretreatment characteristics were evalu-
ated for prognostic importance: age (�75 years or 575
years), gender, Karnofsky performance score (KPS) (�70
or570), asbestos exposure (yes or no), presence of chest
pain, presence of dyspnoea, weight loss (more than 5%),
symptom duration (�3 months or 53), smoking history,
primary location of disease (right, left), platelet count
(4400 000ml71 or �400 000), haemoglobin, white blood
cell (WBC) count, serum lactate dehydrogenase (LDH),
extent of disease (stage), histopathologic subtype. Histo-
pathologic subtype could notbe determined in 23patients,
whowere excluded in the analysis of theprognostic impor-
tance of histopathology. Since laboratorynormalrangewas
not suitable for LDH,we chose a level of over 500 IUl71as
the cut-o¡ level, to be consistent with published literature
(20). Since the accepted norms for WBC and haemoglobin
levels vary, we ¢rstly determined the median values for
each in the study group and used those as cut-o¡ levels for
prognostic evaluation (8450ml71for WBC and12?65gdl71

for haemoglobin (21).

Statistical analysis

Duration of survival and median and mean event times,
with 95% con¢dence interval (CI), were estimated ac-
cording to the Kaplan^Meier method. The duration of
survival was de¢ned as the period between the time of
diagnosis and the time of death, or last contact if the pa-
tient had not died at the time of analysis. Comparisons
for all survival were made using two-tailed log-rank
tests. The proportional hazards regression model with
strati¢cation for the clinical trial was used for both
univariate and multivariate analyses.Univariate analyses
examined the prognostic importance of all factors men-
tioned above. The cox proportional hazards model was
used to examine variables. A two-sided test was used at
0?05 levelof signi¢cance. A step-down/step-wisevariable
selection procedure was used to ¢t the multivariate
model.Onlyparameterswhich hadP-values�0?10 inuni-
variate analysis were taken in the ¢nal model for multi-
variate analysis (19).

The importance of a prognostic factor was assessed
by the P-value of the Wald w2 statistic, the relative risk
(RR; risk inpatients in a given category as comparedwith
the reference one), and its 95% CI. Statistical analyses
were performedusing SPSS statistical software.

RESULTS
The patients’ characteristics are given inTable1.Of the100
patients, 81 had environmental asbestos exposure.Of the
total, six patientswere alive at the time of the analysis.

The overall median survival time of the patients was
8?0+0?9 months. The median survival time was 9?0



TABLE 2. Univariate analysis of patientcharacteristics in£uencing survival

Variable O/N* % Survival{ 95% CI P

Age (years)
575 86/92 0.93 8.50 5?37^11?63 0?02
�75 8/8 1?00 2?00 0?00^4?13

Sex
Male 46/49 0?94 6?70 5?56^7?84 0?09
Female 48/51 0?94 11?50 7?62^15?38

Asbestos exposure
Absent 17/19 0?89 6?70 4?99^8?41 0?92
Present 77/81 0?95 8?50 4?97^12?03

Smoking
Ever 39/42 0?95 6?30 5?03^7?57 0?10
Never 55/58 0?93 11?0 7?27^14?73

Stage
I 27/31 0?87 16?0 8?90^23?10
II 20/20 1?00 6?30 4?11^8?49 0?00
III 30/32 0?94 6?30 4?82^7?78
IV 17/17 1?00 5?00 3?66^6?34

Histopathological type
Epithelial 45/48 0?94 9?00 4?83^13?17
Mixed 18/18 1?00 6?70 2?54^10?86 0?16
Sarcomatous 11/11 1?00 7?00 2?31^11?69

Karnofsky
�70 65/70 0?93 11?00 7?42^14?58 0?0002
570 29/30 0?97 5?00 3?66^6?34

Primary site of tumour
Right 57/59 0?97 8?00 6?07^9?93 0?53
Left 37/41 0?90 11?00 5?37^16?63

*Observed deathnumber/totalpatientnumber.
{Median survival (months).
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months for the patients treatedwith chemotherapy and
8?0 months for the patients had supportive care alone;
there was no signi¢gance between these groups (log
rank=1?28; P=0?26). Univariate analyses of patient
characteristics and various aspects in£uencing survival
at presentation are shown inTables 2 and 3.

Age�75 years, male gender, smoking, advanced stage
above stage I disease, KPS570,WBC count �8450 and
LDH level�500 IUl71, with P-values�0?05 in univariate
analysis taken in the ¢nal model for multivariate analysis
(Table 4).

In the multivariate analysis model, age �75 years, ad-
vanced stage above stage I disease, KPS 570 and LDH
level�500 IUl71were found to be indicators of apoorer
prognosis.

The survival curves of the patients for age, stage, KPS
and LDH values of the patients are shown in Figs 1^4,
respectively.

DISCUSSION
In the present study, we investigated the e¡ects of
various pretreatment characteristics on the survival of
patients with DMPM.Most of our patients had environ-
mental asbestos exposure due to the use of asbestos-
contaminated white-soil (7).There are some di¡erences
not only in terms of the nature of the exposure between
those with environmental and those with occupational
exposure but also in the individual characteristics of the
patients. The male to female ratio of our patients was
nearly 1:1. This ratio re£ects the environmental expo-
sure to asbestos in rural areas, as women and men live
in the same rural environment and conditions. Mean
lengths of exposure were the same for both sexes (7).
On the other hand, themean age of our patients was 57
years. In another study fromTurkey, the environmental
asbestos exposure series for Selc° uk, the average age
was 50 years, with a quarter of the patients below 40
years of age (4).Themean ages of thepatients are around
60^65 years in patients with occupational exposure
(25,26).The younger mean age in our series may be due
to the beginning of asbestos exposure at birth.

DMPM arises from the pleura and/or peritoneum,
with a poor prognosis, and until recently there has been
no treatment schedule to slow its course (3,5,9^
12,14,20,27,28). Most patients with DMPM have had



TABLE 3. Univariate analysis of other variouspatientcharacteristics in£uencing survival

Variable O/N* % Survival{ 95% CI P

Chest pain
Ever 73/78 0?94 8?00 6?02^9?98 0?87
Never 21/22 0?95 8?50 3?67^13?33

Dyspnoea
Ever 76/80 0?95 8?00 6?17^9?83 0?52
Never 18/20 0?90 8?50 4?12^12?88

Weight loss
Ever 50/53 0?94 8?0 6?28^9?72 0?2-

8
Never 44/47 0?94 10 5?20^

14?80
Plateletcount
� 400 000 67/72 0?93 8?50 5?48^11?52 0?44
4400 000 27/28 0?96 6?00 3?41^8?59

WBCcount
58450 45/49 0?92 11?00 6?43^15?57 0?07
�8450 49/51 0?96 7?00 5?06^8?94

Haemoglobin
512?65 48/49 0?98 9?00 4?60^13?40 0?73
�12?65 46/51 0?90 7?00 4?50^9?50

LDHlevel�500 IUl71

Yes 22/22 1?00 3?50 0?00^7?41 0?02
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unresectable disease at presentation and systemic
therapy has been the only treatment option for them
(13^17,20,22^38). Chemotherapy regimen cannot be
considered as the standard of DMPM treatment
(9,16,17,20^22,27,31,32). Although to date the overall
response rate has been low and themedian survival time
is not long enough to justify chemotherapy schedules,
some studies indicate that mesothelioma may not be
totally chemotherapy-resistant and that some
chemotherapeutics are moderately e¡ective and toler-
able, especially for responsive patients (16,20,24,27,32).
In view of this, future investigations should be aimed at
determining which patientswill be responsive and which
patients will have a chance of good prognosis.

Identi¢cation of the patient’s prognostic characteris-
tics may be useful in planning future studies and under-
standing and interpreting their results. Various patient
characteristics have been examined in a number of
studies to determinewhether theyhave anypotential ef-
fect on the prognosis of patients with DMPM (20). In
most of these studies, cases of stage 1 disease with
epithelial histology and good performance status were
commonly presented to have a good prognosis. How-
ever, in recent studies, additional parameters such
as older age (20,33), LDH �500 IUl71, platelets
4400 000ml71, chest pain (20), male gender (21)
and high WBC count (21) were reported to have a
signi¢cantly poorer prognosis.

Any regression model is based on a particular,
assumed relationship between the dependent variable
and the explanatory covariates. It is important to exam-
ine thevalidity of this assumedrelationship.Most regres-
sionmodels allow themodel assumption to be examined.

In the current study, we determinedbyusingunivariate
analyses, that age �75, male gender, smoking, advanced
stages above stage I disease, KPS 570, WBC count
48450 and LDH level �500 IUl71 are linked to the
worse prognosis. In multivariate Cox regression
analyses, age �75, advanced stages above stage I disease,
KPS570 andLDHlevel�500 IUl71were determinedas
indicators of a poorer prognosis independently.

The factors related to a poor prognosis in malignant
mesothelioma put forward in most publications to date
are the following: lowperformance status, advanced age,
advanced stage of disease. In one study, a mixed histo-
pathology was reported to have a worse survey than
others (19).However, in another study it was found that
mesotheliomas with mixed type histology were asso-
ciated with longer survival time than the sarcomatous
types (2). In three other studies, it was determined
that the prognosis of epithelial type mesotheliomas was
better than the others (1,20,34). Authors in that study



TABLE 4. Multivariate stepwisemodel

Varaiable Riskratio 95% CI P

Age (years)
575 1
�75 2?513 1?173^5?384 0?018

Stage
I 1
II,III,IV 1?936 1?145^3?273 0?014

Gender
Female 1
Male 1?476 0?808^2?695 0?205

Karnofsky score
�70 1
570 2?587 1?490^4?492 0?001

WBCcount
58450 1
�8450 1?380 0?880^2?162 0?161

LDHlevel�500 IUl71

No 1
Yes 1?703 1?025^2?830 0?040

Smoking
Never 1
Ever 1?402 0?779^2?522 0?260

FIG. 1. Survival curves for age of patients. Age575 years (ö)
and age�75 years (- - - - -).

FIG. 2. Survival curves for stages of patients. Stage I (ö) and
stages II,III, IV (- - - -).
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claimed that this result couldbe due to the low incidence
of sarcomatous type cases in their study or to interna-
tional di¡erences in subtype classi¢cation (19). In our
study, patients with the epithelial type had a 9-month
median survival, sarcomatous 7 months, and mixed 6?7
months. There were no signi¢cant di¡erences between
the three types of tumour.

In our study, as in themajority of other studies, a rela-
tion was found between each of older age, performance
status, advanced stages above stage I disease and LDH
level �500 IUl71, and prognosis both in univariate and
multivariate analyses. An overview of the relevant publi-
cations provides grounds for making a generalization
concerning these relations.

We determined a relation between male gender,
smokinghistory andpoor prognosis inunivariate analysis
but notmultivariate. Possibly, since in our patients smok-
ing rate was much higher in males than females (78% vs.



FIG. 3. Survival curves for Karnoskyperformance score of pa-
tients.Karnosky�70 (ö) and Karnofsky570 (- - - - - -).

FIG. 4. Survival curves for LDH values of patients. LDH
5500 IUl71 (ö) and LDH4500 IUl71 (- - - - -).
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8%), smoking-related co-diseases such as chronic
obstructive lung disease (COPD) and atherosclerotic
heartdiseasemighthave ane¡ecton the survival of smo-
kers and therefore on the the survival ofmale patients.

There is insu⁄cientknowledge to date aboutwhether
or not there is a relationship between patients’ respon-
siveness to chemotherapy and the prognostic character-
istics so far studied and determined. For this reason,
as we have stated above, in order to evaluate such an
important point as the ability to determine beforehand
which patients will respond to chemotherapy there is
an urgent need for studies investigating prognosis
and the related parameters, as well as the relations
between these parameters and responsiveness, in
both patients responsive and non-responsive to chemo-
therapy.
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4. Selc° uk ZT, C° ˛pľ L, Emri S, et al. Malignant pleural mesothelioma
due to environmental mineral ¢ber exposure inTurkey: analysis of
135 cases.Chest1992; 102: 790^796.

5. BarisYI.Asbestos and Erionite Related Chest Diseases. Ankara: Semih
Ofset Mat Ltd Com.,1987; 3^33.

6. McDonald JC.Health implications of environmental exposure to as-
bestos.Environ Health Perspect1985; 62: 319^328.

7. MetintasM,ÚzdemirN,HillerdalG,etal.Environmental asbestos expo-
sure andmalignantpleuralmesothelioma.RespirMed1999;93: 349^355.

8. Walker AM, Loughin JE, Friedlander ER, et al. Projections of asbes-
tos-related disease1980^2009.J Occup Med1983; 25: 409^425.

9. Alberts AS, Falkson G, Goedhals L, et al. Malignant pleural
mesothelioma: a disease una¡ectedby current therapeuticmaneu-
vers.J Clin Oncol1988; 6: 527^535.

10. VogelzangNJ.Malignantmesothelioma: diagnostic andmanagement
strategies for1992. Semin Oncol1992; 19: 64^71.

11. Chailleux E,Dabouis G, Pioche D, et al. Prognostic factors in di¡use
malignant pleuralmesothelioma.Chest1988; 93:159^162.

12. Ru⁄e PA. Pleuralmesothelioma.Curr Opin Oncol1991; 3: 328^334.
13. Sugarbaker DJ, Jaklitsch MT, Liptay MJ. Mesothelioma and radical

multimodality therapy: who bene¢ts? Chest 1995; 107(Suppl.):
345S^350S.

14. Sugarbaker DJ, Norberto JJ. Multimodality management of malig-
nant pleuralmesothelioma.Chest1998; 113(Suppl.): 61S^65S.

15. HuntKJ,LongtonG,WilliamsMA, etal.Treatmentofmalignantme-
sothelioma with methotrexate and vinblastine, with or without
platinum chemotherapy.Chest1996; 109:1239^1242.

16. Ryan JW,Herndon J,VogelzangNJ. A reviewof chemotherapy trials
formalignantmesothelioma.Chest1998; 113(Suppl.): 66S^73S.

17. ChahinianAP,AntmanK,GoutsouM,etal.Randomizedphase II trial
of cisplatin with mitomycine or doxorubicin for malignant me-
sothelioma by the Cancer and Leukemia Group. Br J Clin Oncol
1993; 11:1559^1565.

18. ShinDM,Fossella FB,Umsawardi T, et al. Prospective studyof com-
bination chemotherapy with cyclophosphamide, doxorubicin, and
cisplatin for unresectable or metastatic malignant pleural me-
sothelioma.Cancer1995;76: 2230^2236.

19. Gelder VanT, Damhuis RAM, Hoogsteden HC. Prognostic factors
and survival in malignant pleural mesothelioma. Eur Respir J 1994;
7:1035^1038.

20. Herndon JE, Green MR, Chahinian AP, et al. Factors predictive of
survival among 337 patients with mesothelioma treated between
1984 and 1994 by the Cancer and Leukemia Group B.Chest 1998;
113: 723^731.

21. CurranD, SahmoudT,Therasse P, vanMeerbeeck J, etal.Prognostic
factors in patientswith pleuralmesothelioma:The EuropeanOrga-
nization for Research and Treatment of Cancer Experience. J Clin
Oncol1998; 16:145^152.

22. Aisner J. Current approach to malignant mesothelioma of the
pleura.Chest1995; 107(Suppl.): 332S^344S.

23. RuschVS,Ginsberg RJ.New concepts in the staging of mesothelio-
mas. In:Deslauriers J, Lacquet LK, eds.International Trends in Gener-
al Thoracic Surgery. St Louis: CVMosby,1990; 336^343.

24. Metintas M, Úzdemir N, Uc° gunY, et al. Cisplatin, mitomycin, and
interferon-a2a combination chemoimmunotherapy in the treat-
ment of di¡use malignant pleural mesothelioma. Chest 1999; 116:
391^398.



PROGNOSTICFACTORS INDIFFUSEMALIGNANTPLEURALMESOTHELIOMA 835
25. WalzR,KochHK.Malignantpleuralmesothelioma: some aspects of
epidemiology, di¡erential diagnosis and prognosis. Path Res Pract
1990; 186:124^134.

26. LetourneuxM,Galateau F, Legendre C, et al.Malignantmesothelio-
mas diagnosed in Lower Normandy between 1980 and 1990. Eur
Respir Rev1993; 3: 87̂ 88.

27. Ru⁄e¤ P.Mesothelioma chemotherapy.Eur Respir Rev1993; 3:194^203.
28. Baldini EH, Recht A, Strauss GM, et al. Patterns of failure after tri-

modality therapy for malignant pleural mesothelioma. AnnThorac
Surg1997; 63: 334^338.

29. Christmas TI, Manning LS, Garlepp MJ, et al. E¡ect of interferon
alpha 2a on malignant mesothelioma. J Interferon Res 1993; 13:
9^12.
30. Soulie¤ P,Ru⁄e¤ P,Tranda¢r L,etal.Combined systemic chemoimmu-
notherapy in advanceddi¡usemalignantmesothelioma: report of a
phase I-II study of weekly cisplatin/interferon alfa-2a. J Clin Oncol
1996; 14: 878^885.

31. VogelzangNJ,Weissman LB,Herndon JE, etal.Trimetrexate inmalig-
nant mesothelioma: a cancer and leukemia group B phase II study.
J Clin Oncol1994; 12:1436^1442.

32. Ong ST, Vogelzang NJ. Chemotherapy in malignant pleural
mesothelioma: a review.J Clin Oncol1996; 14:1007^1017.

33. De Pangher MV, Brollo A, Franceschi S, et al. Prognostic factors of
malignantmesothelioma of the pleura.Cancer1993; 72: 410^417.

34. HillerdalG.Malignantmesothelioma1982: reviewof 4,710 published
cases.Br J Dis Chest1983; 77: 321^343.


	INTRODUCTION
	MATERIALS AND METHODS
	RESULTS
	TABLE 1
	TABLE 2

	DISCUSSION
	TABLE 3
	TABLE 4
	FIGURE 1
	FIGURE 2
	FIGURE 3
	FIGURE 4

	REFERENCES

