Re: A Multicenter Phase II Study of Gemcitabine and Oxaliplatin
for Malignant Pleural Mesothelioma

1 would like to compliment Schuette
and colleagues, who have begun to
address the problem of imesothelioma and
asbestos-related malignancy In Eastern
Europe, Sadly, we can expect to see
large numbers of such patlents from the
formerly Communist countries, The poor
environmental pollution control record
of the mpoverished Bastern Buropean
countries will certainly contribute to the
risk. Unfortunately, with the 30-40-year
period of latency from thne of asbestos
cexposure to development of mesothelloms,
we will be facing 2 tragic legacy in many
counteies where asbrstos exposure was not
carefully regulated wntll very recently.!

These authors in eastern Germany
recrulted 25 pattents in a 2.57year period
to a malticenter trial of a novel regimen of
gemcltablne and oxaliplatin2 Oxaliplatin
was given on days | aud 8 of a 21-day
cycle for a total of 6 cycles and gemcltabine
was given on days ! and 8 of the 21-day
cycle, The authors observed a high partial
response rate of 40% and also a good
median survival of 13 months, These
figures compare well to the best available
regimens, namely pemetrexed/! clsplatin?
and gemcitabine/ dsplatin,? Recenty, the
ralritrexed/ oxaliplatin doublet has been
reported to have a stmilar [evel of activity’
Fach of these platinunt-contaning doublet
reglmens seem to achieve a median survival
of apprroslinately 12 months,

The major differences between the
various platinum-containing regimens
include not only the toxicitles assoctated
with cisplatin, carboplatin, and oxaliplatin,
but also the cost of the drugs. At
the University of Chicago, the cost of
oxaliplatin at 130 mg/m? js $3415, the cost
of carbaplatin at an arca under the curve of
5 every 21-28 days is $2480, and the cost
of cisplatin at 70 mg/m? Is $58 {personal

Wicholas J. Vopeleang, MD

Univessity of Chicago Cancer Research Center
5844 5. Maryland Ave, MC 1140

Chicage, 1L 60637-1470

communication, 8, Parsad, PharmD,
March 2003). Thus, decisions about which
s the best platinum agent te use should
be based in part on economics, Certainly,
in many physician practices In the United
States, the cost of chemotherapy includes
the cost of the patlent-occupled chair for
the necessary 6-8 hours to administer high-
dose cisplatin, This is a substantiat cost,
and therefore carboplatin is widely used.
Schuette et al suggested that oxaliplatin
could be an alternative to the carboplatin
regimen but did not compare the costs.?

The other issue in sclecting doublet-
based therapy for mesothelloma Is the
chronic toxiclty spectnum of the platinum
partton of the doubler, Oxaliplatin causes
cumulative neuropathy, as does clsplatin.
Neither cisplatin nor oxallplatin are
particularly myelosuppresive, which is a
favorable characteristlc for combination
chemotherapy. Catboplatin, likewlse, has
minimal neuropathy but ls associated
with slightly more myelosuppreston,
Thus, non-platinum-containing doublet
combinations such as gemclabine/
pemetrexed ae atteactive to clinicians and
patlenits because they do nor apparently
cause chronic toxicities (such as nearopathy
and renat dysfunctlon).®

Atnother issue raised by the Investigators
revolves around thelr use of & standard
radiologle deflnitlon of measurable discase
and regression {S. G, Armato, PhD,
unpublished data, 2003). However, it is
now Increasingly clear that mesothelioma
cannot be measured using such standard
definitions that have beets used since the
1980s.7 [ would strongly recommend,
based on data from Byrne et alt and
Vogelzang et al,? that mesothelioma
clinieal investigacors measure the
perpendicular thickness of the pleural
rind at [-3 poins (Figure 1) on 3 separate
computed tomography levels (le, slices).
By consistently using this method in all
chemotherapy trials, clinlcal vestigators
will be able to better compare response

The comparer-based lung segmentation sofiware assties
1n mesuting ke thkkaess of pleura lroma computed
tomogtaphte (CT) Inmige of a patlent vl mesothelioma,
Standard CT Image shows 2 tight pleurat mesotheli-
oms {A). CT scans {B) show the pleucal masgins (In
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rates among various doubler regimens.
Despite this variabifity in measuring
technique, 1t Is my opinion that these
platinum-based doublet regimens—
pemetrexed/clsplatin,® gemcitablne/
cisplatin,4? gemcitabine/carboplatin,®
raldteexed/oxaliplating® and gemchabine/
oxaliplatin?—are each capable of
producing similar rates of tumor response
and stable disease,!® Declsions for therapy
should be made based on local preferences
for therapy, availability of deug supply,
incdence of chronic and acute toxicities,
and the economics of drug administration,
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