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End-of-treatment and serial PET imaging has
prognostic value and clinical utility in primary
mediastinal B-cell lymphoma following
dose-adjusted EPOCH-R - Response to Adams et al.

We recently published additional and extended follow-
up results from our prospective phase 2 study and inde-
pendent series of DA-EPOCH-R in the front-line treat-
ment of primary mediastinal B-cell lymphoma (PMBCL)."
In this study, analyses of singular and serial end-of-treat-
ment (EOT) FDG-PET imaging was included in an
attempt to better define the predictive ability of such
imaging in PMBCL patients following DA-EPOCH-R. In
response to our paper, Adams and Kwee noted several
limitations to our study and call into question the value
of EOT and serial FDG-PET imaging given the overall
favorable prognosis and low incidence of relapse in
PMBCL and the unproven survival benefit with such
imaging. Although we recognize these limitations, we
disagree with their conclusions and believe that EOT
serial FDG-PET imaging does indeed have clinical utility
in PMBCL patients following DA-EPOCH-R.

One of the main benefits of dose-intensive therapy,
such as DA-EPOCH-R, is its ability to obviate the need
for radiotherapy in most patients with PMBCL.” A recent
retrospective, multicenter study claimed comparability of
R-CHOP to DA-EPOCH-R in the up-front treatment of
PMBCL based on a similar 2-year rate of progression-free
(PES) and overall survival (OS), however, this “compara-
bility” was at the expense of significantly greater radio-
therapy use in R-CHOP treated patients (59% vs. 13%,
P<0.001).> Given the young median age in PMBCL and
the significant long-term toxicity associated with routine
radiotherapy use, accurate discrimination of patients
who are cured following immuno-chemotherapy alone is
critically important in order to spare these patients from
the harmful effects of additional radiotherapy. EOT
FDG-PET is one such technique that is frequently used in
clinical practice for this purpose.

Of the 80 PMBCL patients with evaluable EOT FDG-
PET scans in our study, 55 (69%) patients had negative
(i.e., Deauville 1-3) scans with only 1 patient experienc-
ing treatment failure (negative predictive value (NPV) of
98.2%).! The high NPV of EOT FDG-PET as well as the
favorable outcome in those with negative EOT scans is in
line with other retrospective studies in PMBCL following
DA-EPOCH-R' as well as the prospective IELSG-26 study
which utilized combined-modality therapy.’ The low
rate of treatment failure seen in our study is not apprecia-
bly different from other retrospective studies using DA-
EPOCH-R alone in PMBCL,* and cannot be directly com-
pared to studies utilizing alternative up-front treatment
regimens such as R-CHOP. Despite the small number of
treatment failures in our study, EOT FDG-PET did indeed
have prognostic value with a lower rate of treatment fail-
ure (2% vs. 20%) and a significant improvement in PFS
and OS in those PMBCL patients with a negative EOT
scan following DA-EPOCH-R.!

More important are the results obtained from the
patients in our study with positive EOT FDG-PET scans.
Of the 25 patients with positive (i.e., Deauville 4-5) EOT
FDG-PET scans, 20 (80%) remained progression-free
after long-term follow up, highlighting the poor positive
predictive value (PPV) and high false-positive rate seen
with EOT FDG-PET imaging in this patient population.'
Common clinical practice in PMBCL, however, is to con-
sider a positive EOT FDG-PET scan indicative of active
residual disease and need of further radiotherapy.

Indeed, even following DA-EPOCH-R, retrospective
studies have shown that PMBCL patients with a positive
EOT FDG-PET scan are more likely to receive additional
radiotherapy than those with negative scans (38.9% vs.
6.5%, P<0.001).* Given the high false-positive rate of
EOT FDG-PET scans and difficulty in obtaining confirma-
tory biopsy in all cases, routine radiotherapy use in all
patients with positive EOT scans following DA-EPOCH-
R will result in significant overtreatment of patients, sub-
jecting them to an increased risk of premature death from
second malignancies and cardiovascular disease from
radiotherapy.”’

In regard to the serial FDG-PET analysis, we do recog-
nize that the small number of treatment failures limit the
conclusions that can be drawn. We also acknowledge
that it is impossible to conclude that the 2 positive EOT
FDG-PET treatment failures without confirmatory biopsy
had true active disease. Both of these patients, however,
met radiographic criteria for disease progression with
interval growth on CT and a progressive increase in
SUVmax with new FDG-avid lesions on FDG-PET,
respectively, both justification for salvage radiotherapy
implementation. Nonetheless, the main focus of our seri-
al FDG-PET analysis was not to identify early the small
number of treatment failures but was more to identify
the larger number of false-positive non-progressors.
Despite a Deauville score of 4-5 and a median (range)
SUV,..x of 4.7 (2.8-11.4) in the positive EOT FDG-PET
non-progressors, linear regression of serial FDG-PET
scans in these patients demonstrated an overall decrease
in SUV,,, compared to an increase in treatment failures.'
We agree that routine surveillance imaging in unselected
patients with DLBCL has not clearly led to improved sur-
vival,®” but the intent of serial FDG-PET imaging in our
study was not to show improved survival with salvage in
treatment failures but was to reduce unnecessary radio-
therapy in non-progressors. Indeed, serial FDG-PET
imaging did allow us to discriminate those false-positive
patients without treatment failure and reduce radiothera-
py use by 80% from 25 patients with positive EOT scans
to only 5 patients with treatment failure.

In conclusion, EOT FDG-PET has clear prognostic
value in PMBCL patients following front-line treatment
with DA-EPOCH-R. PMBCL patients who achieve a
negative EOT FDG-PET following DA-EPOCH-R have a
low risk of subsequent treatment failure and should not
undergo additional FDG-PET imaging nor should receive
radiotherapy. A singular positive EOT FDG-PET follow-
ing DA-EPOCH-R is not indicative of residual disease in
most PMBCL patients and more likely represents post-
treatment inflammatory changes. Serial FDG-PET imag-
ing has clinical utility in identification of false-positive
non-progressors who can be spared the long-term toxici-
ty associated with radiotherapy and thus should be con-
sidered in all PMBCL patients with an initial positive
EOT scan following DA-EPOCH-R.
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