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Table 6 Univariate analysis of factors associated with perforation during
colorectal endoscopic submucosal dissection

Table 8 Relationship between poor lifting after submucosal injection
and lesion characteristics

Univariate analysis Poor lifting after SM injection p value
Variable Perforation ( } Perforation (+) p value Incidence (%) n
Institution (n (%)) Type
High volume (=30 patients) 702/715(98)  13/715 (2) LSTG 16 % (73/459) <0.01
Low volume (<30 patients) 97/101 (96)  4/101 (4) 0.15 LSTNG 38 % (108/281)
Snare Protruding 32% (19/59)
760/774 (98)  14/774 (2) Recurrent 80 % (4/5)
+ 39/42 (93) 3/42 (7) 0.05 Unclassified 33% (4/12)
Lifting condition after submucosal injection History of biopsy
Good 601/608 (99)  7/608 (1) Positive 27 % (119/446) 042
3 0,
Poor 198/208 (95) 10208 (5)  0.003 Negative 24 % (89/370)

Abbreviations: LST G granular type laterally spreading tumor, LST NG
nongranular type laterally spreading tumor, £R endoscopic resection, SM
submucosa

or with the assistance of the most experienced ESD operator
whenever possible. Therefore, we believe that the institutional
experience with colorectal ESD is an accurate and adequate
surrogate marker for the colonoscpists’ ESD experience.

The mechanisms by which rectal location and lack of use of
a thin-type endoscope enhance bleeding are unclear. Lesion
location in the colon has been reported to be a significant risk
factor for delayed bleeding following colonic EMR for large
lesions [26]. By contrast, we found that the risk of bleeding
was lower for lesions in the colon than the rectum. Differences
between the two studies may be due to differences in the
resection method (EMR vs. ESD), the race or ethnic back-
ground of the patients, and/or lesion characteristics. However,
we found that the incidence of bleeding after endoscopic

Table 7 Univariate analysis of factors associated with bleeding during
colorectal endoscopic submucosal dissection

Univariate analysis

Variable Bleeding ( ) Bleeding (+) p value
Location (# (%))
Colon 513/520 (99) 7/520 (1)
Rectum 285/296 (96) 11/296 (4) 0.04
CO,
117/123 (95) 6/123 (5)
+ 679/693 (98) 14/693 (2) 0.1
Thin type endoscope
105/113 (93) 8/113 (7)
+ 691/703 (98) 12/703 (2) 0.003

Abbreviations: LST G granular type laterally spreading tumor, LST NG
nongranular type laterally spreading tumor, £R endoscopic resection, SM
submucosa
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Abbreviations: SM submucosa, LST G granular type laterally spreading
tumor, LST NG nongranular type laterally spreading tumor

resection for large superficial colorectal tumors was lower
(2.2 %) than previously reported (7 %) [26]. This difference
may have been due to post-ESD coagulation (PEC), which
uses a coagulation forceps to prevent bleeding by visible
blood vessels in the resection area [27]. As PEC is not usually
performed after conventional EMR, it may explain the re-
duced bleeding rate after ESD and the different characteristics
of bleeding after EMR and ESD. Additionally, thin-type en-
doscopes are flexible, making it easier for them to access any
part of mucosal defects after colorectal ESD. Use of these
endoscopes would better detect visible vessels on the mucosal
defect after colorectal ESD, resulting in a reduction in bleed-
ing rate due to easier coagulation. Moreover, CO, and multi-
ple endoknives use were also independent risk factors for
longer ESD procedure time in our study, although CO, was
reported to reduce the procedure time of colorectal ESD and
endoknives are generally used to make the procedure easier
[28]. We suppose these are not causative factors but rather
than the opposite, symptoms of an expected complicated
clinical situation. That is, the endoscopists may tend to use
CO, or multiple endoknives for especially difficult cases.
Although our prospectively collected large sample size was
one of the strengths of this trial, our results may have been
limited by selection bias. Our study subjects consisted of
consecutive patients who underwent endoscopic resection in
a prospective cohort trial, but more than half the subjects
screened underwent EMR [16, 17]. Flat-type lesions, rectal
lesions, and SM cancers were more frequently removed by
ESD than by EMR. Additionally, the mean lesion size was
larger in the ESD than in the EMR group (39.4 vs. 26.4 mm).
Despite any possible selection bias, however, the en bloc
resection rate was greater for ESD than for conventional
EMR (94.5 vs. 56.9 %). Moreover, of the 816 lesions removed
by ESD, 140 (17.2 %) showed unfavorable results (failure of
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en bloc resection, perforation, bleeding or operation time
longer than 2 h), indicating that colorectal ESD remains
difficult even after selection. Although the necessity of
en bloc resection for colorectal neoplasm is controversial,
especially in western countries, en bloc resection is superior
to piecemeal resection in eliminating residual tumor and for
accurate histopathological assessment of the resected speci-
men [4]. We found that 18 % of the enrolled lesions were
invasive adenocarcinomas, including 7 % that were unexpect-
edly deep (=1,000 pm) invasive SM cancers. Examination of
a single resected specimen would be more accurate in
assessing lymphovascular imvolvement and depth of tumor
invasion. Moreover, no one knows long-term outcomes after
piecemeal resection for large colorectal tumor so far. We
believe that endoscopists should therefore attempt to resect
these lesions en bloc, with the information about these tech-
nical difficulties being valuable for training endoscopists and
for selecting patients at less experienced institutions for colo-
rectal ESD. Additionally, we cannot exclude the possibility
that as yet unknown associated factors may have been omitted
from multivariate analysis, despite our careful selection of
variables. Moreover, we could not assess the effect of lesion
location on technical difficulty, although colorectal ESD is
considered more technically challenging in certain locations
(e.g., transverse colon and flextures). Thus, such opinion is
not generally established.

In conclusion, we found that the outcomes of colorectal
ESD in a large cohort of patients at participating institutions
with various levels of experience were satisfactory. We found
that poor lifting after SM injection was the most frequent risk
factor for technical difficulty and adverse events. The lesions
with poor lifting were frequently observed in LST-NG and in
protruding and recurrent lesions. These findings suggest that
less experienced endoscopists should start by performing
colorectal ESDs on LST-G lesions.
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Abstract

We summarized the key points of the diagnosis and management of familial adenoma-
tous polyposis (FAP) and Lynch syndrome (LS) according to the JSCCR Guidelines 2012
for the Clinical Practice of Hereditary Colorectal Cancer. The diagnosis of FAP is made
clinically and/or genetically. A total proctocolectomy with ileal pouch—anal anastomosis
(IPAA) is the standard treatment for preventing the development of colorectal cancer,
while a total colectomy with ileo-rectal anastomosis (IRA) is an alternative option in select
patients. Surveillance for the remnant (colo) rectal mucosa and extra—colonic manifesta-
tions, such as the desmoid tumors or duodenal polyposis, is important. Meanwhile, genetic
testing is essential for the diagnosis of LS. The genetic testing for mismatch repair gene(s)
(MLHI1, MSH2, MSH6, and PMS2) is performed using a microsatellite instability test or
immunohistochemistry for the 4 kinds of mismatch repair proteins in colorectal cancer tis-
sue from patients who meet the Amsterdam criteria or the revised Bethesda guidelines.
Surveillance for metachronous colorectal cancer and extracolonic neoplasms is mandatory
in LS patients undergoing surgery for initially diagnosed colorectal cancer.

Key words: familial adenomatous polyposis, Lynch syndrome, hereditary non-polypo-
sis colorectal cancer
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Current therapy of choice for cutaneous lymphomas:
Complementary to the Japanese Dermatological Association/
Japanese Skin Cancer Society guidelines

Keiji IWATSUKI, Toshihisa HAMADA, Japanese Skin Cancer Society — Lymphoma Study
Group

Departments of Dermatology, Okayama University Graduate, School of Medicine, Dentistry and Pharmaceutical Sciences, Okayama,
Japan

ABSTRACT

The first Japanese edition of guidelines for management of cutaneous lymphoma was published jointly in 2009 by
the Japanese Dermatological Association (JDA) and the Japanese Skin Cancer Society (JSCS) — Lymphoma Study
Group; the guidelines were revised in 2011, and published in English in 2013. The JDA/JSCS guidelines are unique
because they describe information and management practices for lymphomas specific to Asia, such as adult
T-cell leukemia/lymphoma and exiranodal natural killer/T-cell lymphoma, nasal type. In the present article, we
have highlighted the essential points of management for cutaneous lymphomas in Asia. In order to complement
the guidelines, we have added further information and our clinical experience of some currently available agents

for cutaneous lymphomas in Japan.

Key words:
interferon-y, mycosis fungoides, vorinostat.

INTRODUCTION

Types of lymphomas and their incidences may vary among
geographic areas and ethnic groups. In a series of 1733
patients with cutaneous lymphomas registered in Japan
between 2007 and 2011, 1485 (85.7%) patients had lympho-
mas with a mature T- or natural killer (NK)-cell phenotype, and
224 (12.9%) patients were diagnosed as B-cell lymphomas.”
The remaining 24 (1.4%) patients had blastic plasmacytoid
dendritic cell neoplasm. Of 1733 patients, mycosis fungoides
(MF) was the most common subtype of cutaneous lymphomas
(750 patients, 43.3%) and 73% of the MF patients were in the
early stage (stage IA, IB and IIA) of the disease. The incidence
rate of adult T-cell leukemia/lymphoma (ATLL) among cutane-
ous lymphomas has been estimated as 16.7% in Japan, but is
much lower in other Asian countries such as mainland China
and Korea.™@ The incidence of extranodal NK/T-cell lym-
phoma, nasal type (ENKL) was 2% among cutaneous lympho-
mas. Previous investigators have reported that ENKL accounts
for 15% of all cases of non-Hodgkin’s lymphoma in the south-
west region of China, 6.1% in Korea, 2.8% in Taiwan and
2.6% in Japan.2® Therefore, ATLL and ENKL are the subtypes
that may account for the higher incidence of mature T- and
NK-cell neoplasms in Asian countries compared with those in
the USA and Europe.

adult T-cell leukemia/lymphoma, extranodal natural killer/T-cell lymphoma, guideline,

The first Japanese edition of guidelines for the management
of cutaneous lymphoma was published jointly in 2009 by the
Japanese Dermatological Association (JDA) and the Japanese
Skin Cancer Society (JSCS) — Lymphoma Study Group,’ then
revised in Japanese in 2011,%2 and published in English in
2013.° The JDA/JSCS guidelines refer to information and man-
agement of cutaneous lymphoma specific to Asian countries,
such as ATLL and ENKL.

MF AND SEZARY SYNDROME (SS)

Mycosis fungoides is an indolent cutaneous lymphoma, which
accounts for approximately 45% of primary cutaneous lympho-
mas. Because the clinical course may extend for 10 years or
more, it is difficult to evaluate the success or failure of thera-
peutic intervention. So far, there have been fewer randomized
studies on this entity than on other types of lymphomas.'®"4

The JDA/JSCS guidelines for MF/SS

The current JDA/JSCS guidelines for MF/SS® have described
therapeutic modalities that have not yet been approved by the
Japanese National Health Insurance system (Fig. 1)
(Tables 1,2). After the therapeutic guidelines were launched,
clinical studies have been conducted to prove the efficacy
and safety of various agents, including an immunomodulator
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‘Observation

Topical steroid
Phototherapy
:Radiotherapy
Molecular-targeting/BRM
Systemic chemotherapy

Recommended for Tirst-line therapy
uld be possible in some patients.

saible if ant to the {irst-line thevapy

Figure 1. Therapy of choice for mycosis fungoides/Sézary
syndrome.

Table 1. Japanese Dermatological Association/Japanese Skin
Cancer Society guidelines for management of early stages of
mycosis fungoides (MF)/Sézary syndrome

Treatment Degree of recommendation

First-line therapy recommended for early MF (stages | and lIA
CTCL)
Monitoring the clinical course
without treatment
Topical steroid therapy
ACNU topical therapy
Broadband ultraviolet B

C1 (stage IA only)/C2

B (for stage 1A/IB)
C1 (small area, short term)
B (for stage I1A/IB)

Narrowband ultraviolet B B
PUVA B
Localized radiation therapy" B
Second-line therapy for early MF (resistant to the first-line
treatments)
TSEB** B
Etretinate! '’ B-C1
IFN-o/f# B-C1
IFN-y? B-C1
RePUVAT#$ B
IFN-o, + PUVATH B
IFN-y + PUVAT B
Chemotherapy'® D/B™

Degree of recommendation classification: A, strongly recommended for
implementation; B, recommended for implementation; B-C1, recom-
mended for implementation, but less strongly supported than B; C1,
implementation can be considered, but evidence* is insufficient; C2, no
evidence*, cannot be recommended; and D, recommended not to
implement. "For “minimal” stage IA unilesional mycosis fungoides, or
where multiple lesions are localized within the same radiation field or
multiple field in close proximity, and palliative radiation for infiltrated
plagues resistant to topical therapy other than radiation. Total skin
electron beam (TSEB). TSEB can be used as first-line therapy for stage
IB/IIA (T2) with intense subjective symptoms accompanied by extensive
highly infiltrated plagues and histopathological confirmation of folliculo-
tropic mycosis fungoides or large cell transformation. "Can be a first-
line treatment if systemic therapy is required (B1 or histopathological
confirmation of folliculotropic mycosis fungoides or large cell transfor-
mation). BRM therapy (etretinate, interferon [IFNJ-a, IFN-y) can be used
as monotherapy or in concomitant administration with psoralen plus
ultraviolet A therapy (PUVA), and its concomitant use can also be inves-
tigated with topical therapies other than PUVA. 'Duration of response
to oral etretinate is usually short; consider for use as concomitant ther-
apy. *IFN-o therapy has been used in only a few cases in Japan.
§§Retinoid-PUVA. "Third-line therapy for stage IB/IIA disease resistant
to skin-targeted therapy and BRM therapy. ACNU, nimustine; CTCL,
cutaneous T-cell lymphoma.

(lenalidomide), a proteasome inhibitor (bortezomib), histone de-
acetylase inhibitors (vorinostat, romidepsin and panobinostat),
an antifolate (pralatrexate), biologics (alemtuzumab, siplizumab,
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Table 2. Japanese Dermatological Association/Japanese Skin
Cancer Society guidelines for management of MF/SS (stages
1B and Iil)

Degree of

Treatment recommendation
First-line therapy recommended for stage IB CTCL

Etretinate B-C1

IFN-g 18 B-C1

IFN-y"$ B-C1

PUVA - localized radiation therapy® B

Localized radiation therapy® B

TSEB' B
First-line therapy recommended for stage Il CTCL

ECP¥ £ JFN-g™ B

TSEB + ECP B

Concomitant use of BRM and B-C1

skin-directed therapy described above

"Concomitant use of BRM (etretinate, interferon [IFNJ-o, IFN-y) and
skin-directed therapy. *Concomitant therapy with IFN-u and psoralen
plus ultraviolet A therapy (PUVA): degree of recommendation = B. SCan
be used first-line therapy. Palliative radiation for localized tumors. Tif
lesion extend over <10% of body surface area. **Extracorporeal phot-
ochemotherapy. ¥Total skin electron beam (TSEB) monotherapy can be
used as first-line therapy for stage IlIA disease. CTCL, cutaneous T-cell
lymphoma; ECP, extracorporeal photopheresis.

denileukin diftitox and brentuximab vedotin) and nucleoside
analogs (fludarabine, gemcitabine, nelarabine and forode-
sine).’® The present article provides additional information on
currently available agents for MF/SS in Japan, some of which
have already been used widely in Western countries.

Vorinostat for MF/SS
Vorinostat is a histone deacetylase inhibitor, with antineoplastic
effects via induction of tumor suppressor genes and apoptosis.
A previous phase Il study of vorinostat for cutaneous T-cell
lymphoma (CTCL) showed an objective response rate of
approximately 30% in patients with stage lIB or more
advanced disease.'® A phase | study of vorinostat (400 mg/
day, p.o.) was conducted to evaluate the safety, tolerability,
pharmacokinetics and efficacy in six Japanese patients with
relapsed or refractory MF.' In the phase | study, the most
common drug-related adverse events were nausea (4/6, 67%),
thrombocytopenia (4/6, 67%), hyperbilirubinemia (3/6, 50%)
and vomiting (3/6, 50%). Of the six patients, an unconfirmed
partial response was observed in one, and sustained stable
disease for 12 weeks or longer was observed in two patients.
After official approval of vorinostat for CTCL, more than 190
patients with MF/SS have been treated with vorinostat in
Japan

In our series, we have experienced patients with thrombocy-
topenia, general fatigue, hyperglycemia, appetite loss, renal
dysfunction, taste disorder and thrombosis, as previously
pointed out.'® Therefore, we should consider management to
avoid such adverse reactions due to vorinostat. One of our
patients with stage IVA2 presented with acute tumor and
lymph node necrosis 2 days after intake of vorinostat 300 mg/
day, associated with high-grade fever. The clinical and
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