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Defining conversion therapy for esophageal squamous cell

carcinoma

Systemic chemotherapy, with or without radiation, has been the
standard treatment for locally advanced unresectable and/or met-
astatic esophageal squamous cell carcinoma (ESCC). There has been
substantial progress in the multidisciplinary treatment of initially
unresectable ESCC, which includes additional modalities such as im-
munotherapy.l'2 The increased efficacy of multimodality treatment
allows for the consideration of conversion therapy with curative in-
tent for locally advanced unresectable and/or metastatic ESCC after
initial treatment.

The concept of conversion therapy is well described in the
treatment of unresectable gastric cancer. Conversion surgery has
been defined as a surgical treatment aiming at an RO resection
after chemotherapy for tumors that were originally unresectable or
marginally resectable for technical and/or oncological reasons. An
international collaborative study, CONVO-GC-01, reviewed more
than 1000 cases of stage |V gastric cancer patients who initially had
unresectable disease but were able to undergo surgery with cura-
tive intent after systemic chemotherapy.3 Conversion surgery was
adopted as one of the treatment options for Stage IV gastric can-
cer because of favorable long-term outcomes, especially in patients
with RO resection. The AIO FLOT 3 trial evaluated whether neo-
adjuvant chemotherapy followed by surgical resection conferred a
survival benefit to patients with gastroesophageal junction (GEJ)
adenocarcinoma.* The results demonstrated that 60% of patients
with limited metastasis underwent surgery with favorable out-
comes. Although conversion surgery is recognized as a treatment
option in gastric and GEJ adenocarcinoma, it has not yet been es-
tablished for ESCC.

ESCC is considered unresectable if there is adjacent organ inva-
sion or distant metastasis. Furthermore, for ESCC conversion ther-
apy with curative intent would be provided by surgical resection or
definitive chemoradiotherapy. Therefore, the concept of conversion
therapy needs to be discussed specifically for ESCC. For patients
with ESCC with tumors that were initially unresectable due to adja-
cent organ invasion or distant metastasis, initial treatment involves
either chemotherapy with/without immunotherapy or chemoradio-
therapy (CRT). After initial treatment, in some patients surgery or

CRT can be considered to cure the disease. We defined such local
treatments aimed at curing the disease as conversion therapies for
ESCC. When surgery is adopted as a conversion therapy following
CRT, itis also called salvage surgery. A multimodality treatment con-
ference with experts from across East Asia was held to establish a
consensus for conversion therapy. An agreement was reached that
conversion therapy was defined as surgery or CRT aiming at cure
after initial treatment for tumors that were initially unresectable due
to adjacent organ invasion or distant metastasis. The concept and
definition of conversion therapy is described in Figure 1.

Given that the definition was established, we would expect to
conduct a multicenter study to evaluate the safety and efficacy
of conversion therapy for ESCC. A phase 3 study of tri-modality
combination therapy with induction docetaxel plus cisplatin and
5-fluorouracil versus definitive chemoradiotherapy (JCOG1510)
is ongoing for locally advanced unresectable ESCC with adjacent
organ invasion.®

On the other hand, there is no consensus that conversion ther-
apy is preferable for initially unresectable ESCC due to distant me-
tastasis, and many clinical questions need to be addressed: (1) Does
conversion therapy improve outcomes compared with continuous
systemic treatment? (2) What treatment protocol is recommended
as an initial treatment? (3) What are the indications for conversion
therapy in unresectable ESCC due to distant metastasis? (4) Do out-
comes for metastatectomy vary depending on the organ? (5) Does
sequential systemic treatment improve survival after conversion
therapy? (6) Is another local treatment, such as particle beam ther-
apy, selected as a treatment modality for conversion therapy?

Furthermore, unlike gastric cancer, the surgical treatment for
ESCC occasionally requires three-field lymphadenectomy, and
the incidence of postoperative complications is relatively high.
Therefore, transthoracic esophagectomy accompanied by metasta-
tectomy would be highly invasive. Additionally, the radiation field
would need to be optimized based on the distribution of residual dis-
ease. To address all those questions, it would be valuable to develop
an international consortium to conduct multicenter studies and to

improve the treatment outcomes for advanced ESCC.
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FIGURE 1 Definition of conversion
therapy for esophageal squamous cell
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