Interim PET Assessment of Advanced Hodgkin
Lymphoma: Is It Sufficient?

TO THE EDITOR: We would like to draw attention to accu-
mulating evidence on the additional role of end-of-treatment PET/
CT in advanced Hodgkin lymphoma (HL) (Z,2).

Stephens et al. reported the results of long-term follow-up of
HL patients included in the Southwest Oncology Group S0816
trial (/). This trial, which included stage III (52%) and IV (48%)
HL patients, aimed to evaluate the benefit of a tailored therapy
based on the results of interim '8F-FDG PET/CT evaluation after 2
cycles of doxorubicin, bleomycin, vinblastine, and dacarbazine
(ABVD) (PET-2) (3). If PET-2 was positive (Deauville scores
4-5), treatment was switched to 6 cycles of escalated bleomycin,
etoposide, doxorubicin, cyclophosphamide, vincristine, procar-
bazine, and prednisone (BEACOPP). If PET-2 was negative
(Deauville scores 1-3), ABVD chemotherapy was continued
for 4 additional cycles. No radiotherapy was planned. An end-
of-treatment PET/CT scan was also performed 6-8 wk after the
end of chemotherapy (3).

This study showed that a PET-2—driven strategy of personalized
therapy is beneficial. The 5-y overall survival of all patients from
the Southwest Oncology Group trial was 94% (95% confidence
interval, 91%-96%), which is superior to previous cohorts of ad-
vanced HL (4). The overall survival of PET-2-negative and PET-
2—positive patients was 96% (95% confidence interval, 93%—-98%)
and 86% (95% confidence interval, 74%-93%), respectively (/).
Other prospective trials have also shown that the use of PET-2 as a
decisional tool for therapy escalation improves the survival of
PET-2—positive advanced-HL patients treated with ABVD, as
these patients are historically known to have a poor prognosis
1,5-7).

Centrally reviewed PET-2 scans in Southwest Oncology Group
S0816 were negative in 82% of patients (270/331). In this last
update, the median follow-up was 5.9 y (/). About a quarter of the
patients with negative PET-2 results (64/270) had experienced re-
lapse, highlighting an unsatisfying negative predictive value for
PET-2, with an estimated 5-y progression-free survival of 76%.
Most relapses (49/64; 77%) occurred during the first 2 y after
treatment, with 36% (23/64) occurring less than 8 mo after the
last cycle of chemotherapy. Therefore, one may assume that at
least 36% of relapses were or could have been detected earlier
by end-of-treatment PET/CT. Unfortunately, end-of-treatment
PET/CT results for relapsing and nonrelapsing patients are not
available (7).

This study, however, echoes the results of the GITIL 0607
trial, which also included stages IIB to IVB HL and started
therapy with ABVD (7). Patients with a negative PET-2 result
after 2 cycles underwent 4 more cycles of ABVD and were then
assessed by end-of-treatment PET/CT. Patients with a positive
PET-2 result proceeded to an intensified chemotherapy with 4
cycles of escalated BEACOPP and randomization to additional
rituximab versus no rituximab (7). The authors showed that in
patients with a negative PET-2 result, obtaining an end-of-treat-
ment PET/CT examination was able to detect more than half the
cases of refractory disease or relapse that occurred (47/81;
58%) (7).

Furthermore, Rigacci et al. recently published an interest-
ing study focusing on clinical characteristics and outcomes
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of PET-2—-negative patients with a positive end-of-treatment
PET/CT result who were included in the HDO8O01 trial (2).
In that trial, ABVD-treated advanced-HL patients with a
positive PET-2 result were switched to intensification and
autologous stem cell transplantation. Patients with a negative
PET-2 result continued on 4 more cycles of ABVD and were
then assessed by end-of-treatment PET/CT. In total, 395
patients had a negative PET-2 result, of whom 39 (10%) were
positive on the end-of-treatment PET/CT. Two patients
progressed before end-of-treatment PET/CT could be per-
formed. The pathology results were positive for 15 of 16
performed biopsies, and 38 of 39 patients underwent salvage
therapy.

There is now a large body of evidence supporting that
we cannot rely solely on a negative PET-2 result to predict the
outcome of patients with advanced HL (/-3,6-8). Because a
negative PET-2 result in these patients is not synonymous with
cure, an end-of-treatment PET/CT examination remains neces-
sary in order to promptly deliver salvage treatment when
needed. Patients with primary refractory disease or with early
relapse need to be treated without delay, as these patients have
a worse prognosis than do advanced-HL patients with late re-
lapse (9).

Thus, both PET-2 and end-of-treatment PET are key procedures
for the treatment of advanced HL (stages IIB-III and IV). Interim
PET is essential for the early detection of high-risk patients,
contributing to their improved survival. Additional evaluation at
the end of treatment is a highly important safety net for depicting
primary refractory patients that need prompt delivery of salvage
therapy.
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Reply: Interim PET Assessment of Advanced
Hodgkin Lymphoma: Is It Sufficient?

REPLY: Mesguich et al. (/) commented on our publication,
which reported the long-term outcome of patients with advanced-
stage Hodgkin lymphoma undergoing interim '8F-FDG PET (after
2 cycles of chemotherapy; PET2) and PET2 response-adapted
change in therapy in the SWOG S0816 trial (2,3). Their letter
emphasizes the importance of the end-of-treatment PET (PET3).
Of the 270 patients with a negative PET2 scan result from the
S0816 study, 244 patients (90%) underwent PET3 and 35 of these
244 patients (14%) had a positive PET3 scan result (3). Unfortu-
nately, our study did not mandate biopsy after positive PET3, so
we are not able to confirm that all 35 of these patients actually had
residual disease. At the time of positive PET3, 13 of the 35 pa-
tients were officially categorized as disease progression. Nineteen
of the 35 patients initiated salvage therapy shortly after the PET3
scan. Therefore, it remains possible that some of the positive PET3
scans represent a false-positive result. However, we agree with the
assessment that the PET3 scan can be a useful tool to identify pri-

mary refractory patients requiring expedited salvage therapy. Never-
theless, PET2 remains very important in the early detection of high-
risk patients treated with standard chemotherapy regimens, who are
unlikely to show a complete response to therapy, which may justify
intensification of treatment at that time, contributing to improved
survival (2). In addition, we note that when novel targeted agents
such as brentuximab vedotin and nivolumab are used in combina-
tion with standard chemotherapy agents, PET2-based responses are
not used to alter therapy. As such, the ongoing national SWOG
S1826 study compares brentuximab vedotin or nivolumab in com-
bination with adriamycin, vinblastine, and dacarbazine and does not
modify therapy based on the PET2 scan results (NCT03907488).
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