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Table 3. Characteristics of clinical staging of MF/SS (2007-2011)

Clinical Total Male Female Age at diagnosis (years)
stage® n % n n M/F Median (range)
Total 774 100.0 459 314 ‘ 1.46 62 (13-95)

1A 229 29.6 128 100 1.28 62 (16-92)
1B 303 39.1 177 126 1.40 62 (13-93)
A 33 4.3 19 14 1.36 61 (20-93)
1B 86 1.1 51 35 1.46 61 (23-89)
A 57 7.4 46 11 4.18 70 (33-95)
1B 7 0.9 5 2 2.50 61 (41-85)
IVA1 17 2.2 12 5 2.40 69 (37-83)
IVA2 28 3.6 12 16 0.75 64.5 (35-88)
ivB 14 1.8 9 5 1.80 64 (28-80)

*Clinical stage was identified using the International Society for Cutaneous Lymphomas/European Organization for Research and Treatment of Cancer

proposal in 2007. MF, mycosis fungoides; SS, Sézary syndrome.

(62%) and the head/neck or the trunk in primary cutaneous
CD4* small/medium T-cell lymphoma (52%). In pcFCL and
MALT, the head and neck were commonly affected (84% and
56%, respectively). In contrast, the lower extremities were the
most commonly affected sites in DLBCL, leg type (45%).
BPDN preferentially arose on the trunk (83%).

DISCUSSION

In the present study, we aimed to reveal the distinct character-
istics of the Japanese pattern of CL. After the initiation of the
annual registry in 2007, 1733 newly diagnosed patients with CL
have been registered from over 600 dermatological institutes
throughout Japan. The present registry is not a “population-
based” study in a precise sense. However, the data presented
herein are believed to be representative of the Japanese CL. A
possible limitation of the study includes uncertainty about the
accuracy of the diagnostic procedure in each institute with lack
of central pathology review. However, we believe this may not
be a matter of great importance, because all enrolled institutes
have residency programs for dermatologists to become board-
certified by the JDA. By the present registry system, trends of
overall incidence and disease distribution of CL in Japan will
be evaluated continually.

We showed that the majority (85.7%) of CL cases were
mature T-cell and NK-cell neoplasms, more or less similar to
findings in previous studies from Japan and elsewhere.”'®
However, in detail, the incidence rate of mature T-cell and NK-
cell neoplasm in the present study was 8.7-14.4%, higher than
in those of the USA and Europe. In contrast, the incidence of
mature B-cell neoplasm (12.9%) was much lower: 10.1-15.6%
lower than in the west (Table 4). It is noteworthy that the inci-
dence rate of MALT in the present study was lower than in
those of the USA and Europe. Occasionally, the distinction

between B-cell pseudolymphoma and MALT can be very diffi-
cult in some patients.’® Thus, one of the possible causes may
include the diagnostic difficulty of MALT. The overall incidence
pattern of CL in the present study was similar to that in previ-
ous studies from single centers of Japan and Korea
(Table 4).8'2 As compared with the incidence of CL in other
countries or regions, MF/SS occurred at a similar frequency
(45.2%) in Japan, while the incidence rates of ATLL and ENKL
were observed to be 16.7% and 2.3%, respectively. The
incidence rate of ENKL was higher than those of the USA and
Europe, and lower than those of Korea and Taiwan.'!12:2°

Adult T-cell leukemia/lymphoma is a distinct hematological
neoplasm caused by the human T-cell lymphotropic virus type
1 (HTLV-1)-infected malignant CD4* T cells.2™"2* The endemic
areas of ATLL include high-prevalence regions of HTLV-1, such
as southwest Japan, various Caribbean countries, South Amer-
ica and Central Africa.?*2” ATLL shows various clinical and
prognostic features, and is classified into four categories
according to the Shimoyama classification: acute, lymphoma,
chronic and smoldering subtypes.?® Cutaneous lesions are fre-
quently observed in patients with ATLL, accounting for more
than 50%.2"2° Moreover, many types of ATLL-associated
eruption have been reported to date.’°32 The present study
showed high prevalence of ATLL in Japan compared with other
countries or regions including Korea (Table 4).

Extranodal NK/T-cell lymphoma, nasal type, is characterized
by pleomorphic cell infiltration with NK-cell phenotype, which
ordinarily demonstrates positivity to Epstein-Barr virus-encoded
early small RNA by in situ hybridization.? Typically, pathological
features include vascular damage and tissue necrosis by angio-
centric infiltration of tumor cells. Frequently, ENKL affects the
upper aerodigestive tract, followed by skin, soft tissue, the gas-
trointestinal tract and testes.? It is more prevalent in East Asia,
Central America and South America than in Europe and the

Figure 1. The anatomical distribution sites of the primary skin lesion are shown in the graphic representation. (a) Primary cutaneous
anaplastic large-cell lymphoma (pcALCL), (b) subcutaneous panniculitis-like T-cell lymphoma (SPTCL), (c) primary cutaneous CD4"
small/medium T-cell lymphoma, (d) primary cutaneous follicle center lymphoma (pcFCL), (e) extranodal marginal zone lymphoma of
mucosa-associated lymphoid tissue (MALT), (f) primary cutaneous diffuse large-cell lymphoma, leg type (pcDLBCL, leg type) and (g)

blastic plasmacytoid dendritic cell neoplasm (BPDN).
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Table 4. Incidence patterns of cutaneous lymphomas from the present study and other cohorts

Based on large-scale database

Survey from single medical centers

Study group/registry or nation JSCS  SEER16'® DACLG'™ Switzerland® France’ Korea'? Japan®
Total no. 1733 3884 1905 263 203 164 133
Surveillance period, year 5 5 17 20 7 16 14
Mature T-cell and NK-cell neoplasms 85.7 71.3 77 72 75.9 79.2 79.7
MF 43.3 38.3 47 43 43.3 14 41.4
SS 1.9 0.8 3 11 7.9 0.6 0.8
Primary cutaneous CD30* T-cell lymphoproliferative 12.0 10.2 13 12.8
disorders
Primary cutaneous anaplastic large-cell lymphoma 7.8 8 8 3.5 14 6.8
Lymphomatoid papulosis 3.8 12 5 7.4 5.5 6.0
Subcutaneous panniculitis-like T-cell lymphoma 2.0 0.6 1 1 6.7 2.3
Peripheral T-cell lymphoma, NOS 5.8 20.8 2 2 1 4.9 3.8
Primary cutaneous CD4" small/medium T-cell 1.4 2 3 3 3 0.8
lymphoma*
Primary cutaneous yé T-cell lymphoma 0.3 <1 0.5 4.9
Primary cutaneous CD8" aggressive 0.4 0.5
epidermotropic cytotoxic T-cell lymphoma*
Extranodal NK/T-cell lymphoma, nasal type 2.3 0.3 <1 <1 0 20.7 3.8
Adult T-cell leukemia/lymphoma 16.7 0.1 0.6 9.8
Mature B-cell neoplasms 12.9 28.5 23 28 241 16.5 18.0
Extranodal marginal zone lymphoma of mucosa- 4.2 7.1 7 14 4.9 8.5 5.3
associated lymphoid tissue
Primary cutaneous follicle center lymphoma 2.1 8.5 11 8 17.7 0.0
Primary cutaneous diffuse large-cell lymphoma, 5.5 2.6 4 4 1 1.2
leg type
Intravascular large B-cell lymphoma 1.2 <1 0.5 1.2 0.8
Immature hematological neoplasms’ 1.4 0.3
Blastic plasmacytoid dendritic cell neoplasm 14 0.2 0.8

*Provisional. fimmature hematological neoplasms include “acute myeloid leukemia and related precursor neoplasms” and “precursor lymphoid neo-
plasms”. JSCS, Japanese Skin Cancer Society; MF, mycosis fungoides; NK, natural killer; NOS, not otherwise specified; SD, standard deviation; SS,

Sézary syndrome.

USA.'33%-35 Also, the incidence of ENKL in CL was reported to
be significantly higher in Korea (15% and 20.7%) than in Eur-
ope and the USA.">2% |n three single-institution studies from
Japan, the incidence rate of ENKL has ranged 3.8-8.8%.%%:%7
In the present study, the incidence was somewhat lower (2.3%)
than these previous studies. The difference may reflect the kind
of selection bias specific to single-institution studies. Our
results suggest that the high incidence rates of mature T-cell
and NK-cell neoplasm are associated with the prevalence of
ATLL in Japan, unlike that of ENKL in Korea.

Mycosis fungoides is the most common CL subtype in the
present study as well as in almost all counties or ethnicities.
In the past, staging of MF/SS was performed according to the
previously proposed staging system.®®3° Prior to the estab-
lishment of the new staging system, several clinical studies
had been conducted on relatively large cohorts of cutaneous
T-cell lymphoma for such a rare disease entity.*>*? In 2007,
the revised staging system for MF/SS was released by the
ISCL/EORTC (which was in turn modified in 2011).>'® This
system adopted a newly proposed classification of
tumor-node-metastasis-blood rating. Since then, two clinical
studies of MF/SS have been conducted in the UK and
Japan.®® In the present study, the proportion of patients with
early stage (IA to l1A) was 73%, similar to that of the previous

8

211

studies (70.7% and 78%) (Table 5). Stage IB accounted for
39.1% of the total MF/SS in the present study, making it the
most prevalent clinical stage. This finding is similar to the
results of previous studies (38.8% and 38%) (Table 5).5€ In
addition, a predominance of males among MF/SS patients
was shown in the present study, as in previous
reports,5:6:8:9.12-15.2040-42 Notahly, a male predominance was
observed in erythrodermic MF or SS, with over twofold male
predominance for stage IIA (M :F ratio, 4.18), stage llIB
(M : F ratio, 2.50) and stage IVA1 (M : F ratio, 2.40).

We evaluated the distinct anatomical distributions of the
skin lesions in patients with several types of CL. In patients
with pcFCL and MALT, the head and neck were the most
commonly affected sites, as in previous reports from the USA
and Asia.’®*® By contrast, in Europe, the trunk was the most
commonly affected site of pcFCL and MALT.***® These
results suggest that a difference in preferentially affected
anatomical site in patients with pcFCL and MALT may exist,
at least between Europe and the USA/Asia. By definition, the
lower extremities are the most common site in patients with
pcDLBCL, leg type. Primary cutaneous small/medium CD4* T-
cell lymphoma is a rare CL entity with an indolent clinical
course, which has been shown io preferentially affect the
head and neck.™®47*® [n the present study, the trunk in

© 2014 Japanese Dermatological Association



Table 5. Incidence pattern of MF/SS by clinical staging

Study group
Jscs UK® Japan®
Total no. 774 1502 100
Surveillance period, year 5 30 25
Clinical stage*
IA 29.6 29.2 21
1B 39.1 38.8 38
A 4.3 2.7 19
1B 111 111 8
A 7.4 6.7 6
111=] 0.9 3.7 0
VA1 2.2 4.5 2
IVA2 3.6 2.5 3
VB 1.8 0.9 3

*Clinical stage was identified using the International Society for Cutane-
ous Lymphomas/European Organization for Research and Treatment of
Cancer proposal in 2007. JSCS, Japanese Skin Cancer Society.

addition to the head and neck was the most common site of
primary cutaneous small/medium CD4* T-cell lymphoma.
SPTCL is a distinct CL entity, characterized by primarily sub-
cutaneous (mainly fat tissue) infiltration of malignant T lympho-
cytes with cytotoxic molecules. It predominantly affects the
legs.’™® Also, we found that the lower extremities were the
most commonly affected site in SPTCL (62%). In addition, a
female predominance was demonstrated in Japan, as in a
previous report.*®

The present study was conducted to investigate the nation-
wide incidence patterns of Japanese CL patients, according to
the WHO classification. It provides important data about trends
in the overall incidence pattern of Japanese CL. In particular,
the high prevalences of ATLL and ENKL in Japan are shown,
with considerable accuracy. A male predominance was
observed in most types of CL, except for SPTCL, ENKL,
primary cutaneous CD4" small/medium T-cell lymphoma and
LyP. The present study showed that the proportion of patients
in each clinical stage of MF/SS was similar to that in previous
studies. In the future, accumulated data from the present regis-
try will allow us to investigate the etiology of varying CL
subtypes, and to conduct targeted clinical research based on
the characteristics of CL in Japan.
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Abstract The second edition of the Japan Society of
Gynecologic Oncology guidelines for the treatment of uter-
ine cervical cancer was published in 2011. The guidelines
comprise eight chapters and five algorithms. They were
prepared by consensus among the members of the Japan
Society of Gynecologic Oncology Guidelines Formulation
Committee and Evaluation Committee and are based on
a careful review of the evidence obtained from the litera-
ture, health insurance system, and actual clinical settings in
Japan. The highlights of the 2011 revision are (1) the rec-
ommended grades have been changed to five stages—A,
B, C1, C2, and D; (2) the revisions are consistent with the
new International Federation of Gynecology and Obstetrics
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staging system; (3) the roles are shared between the ‘Japa-
nese classification of cervical cancer’ and the new guide-
lines; (4) clinical questions related to adenocarcinoma
have been revised; and (5) a clinical question regarding
cervical cancer in pregnant patients has been added. Each
chapter includes a clinical question, recommendations,
background, objectives, explanations, and references. Each
recommendation is accompanied by a classification of rec-
ommendation categories. The objective of these guidelines
is to update the standard treatment strategies for cervi-
cal cancer, thus eliminating unnecessary and insufficient
treatment.
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Introduction

An estimated 6,000 new cases of invasive cervical cancer
were diagnosed in Japan in 2011 [1], and 2,737 women
died of the disease [2]. The mortality rate associated with
cervical cancer in Japan decreased from the 1960s until
1995; howeyver, the incidence of cervical cancer has slightly
increased [2].

The first edition of the Japan Society of Gynecologic
Oncology (JSGO) guidelines for the treatment of uter-
ine cervical cancer was published in 2007 [3]; however,
some clinical questions (CQs) in the first edition remained
unanswered. The second edition, published in 2011, was
intended to represent an aggregation of domestic evidence
while collecting up-to-date international evidence without
providing a new section. For the first time, we accepted
specialist physicians engaged in clinical practice in cancer
centers or university hospitals as candidates for the com-
mittee. Radiation oncologists and pathologists were also
members of the guideline committee.

The highlights of the 2011 revision are indicated below.

1. The recommended grades have been changed to five
stages—A, B, C1, C2, and D.
2. The revisions are consistent with the new International

Federation of Gynecology and Obstetrics (FIGO) stag-
ing system. The new FIGO staging system was revised
during the creation of these updated guidelines. The
new FIGO classification excludes stage 0 carcinoma
in situ; however, stage O still has high importance in
the guidelines because many people, especially young
people, have stage O disease. Therefore, stage 0 is
present in the guidelines. Additionally, stage ITA has
been reclassified to stage IIA1 and stage IIA2 in the
new FIGO classification. This revision from the Japan
Society of Obstetrics and Gynecology ‘Japanese clas-
sification of cervical cancer’ has been adopted, and the
reclassification to stage IIA1 and IIA2 is present in the
new guidelines.

Roles are shared between the ‘Japanese classification
of cervical cancer’ and the new guidelines. A specific
radiotherapy technique is detailed in the guidelines.
CQs related to adenocarcinoma have been revised.
Few clinical trials on adenocarcinoma alone have
been conducted; thus, the chapter on adenocarcinoma
was deleted and a CQ related to adenocarcinoma is
described in each chapter.

A CQ regarding cervical cancer in pregnant patients
has been added. Because of the increasing incidence
of cervical cancer in younger patients and of preg-
nancy in older patients, the treatment of cervical can-
cer and its complications owing to pregnancy should
be addressed. Therefore, these treatment guidelines are
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described in detail by increasing the CQs relevant to
this topic.

Treatment guidelines for cervical cancer
Chapter 1: Overview of guidelines

1. How to use these guidelines

These guidelines are intended for doctors (general prac-
titioners and specialists) who provide medical care for
patients with cervical cancer. The guidelines aim to pro-
vide useful treatment methods by integrating previous evi-
dence of treatment benefits. However, the guidelines are
not intended to be limited to the therapies listed. Their main
purposes are (1) to indicate the current cervical cancer treat-
ments that are considered appropriate, (2) to reduce differ-
ences in therapy among various institutions, (3) to improve
the prognosis and safety of treatments, (4) to reduce the eco-
nomic and psychosomatic burden on patients by performing
appropriate treatment, and (5) to promote mutual under-
standing between healthcare professionals and patients.

The JSGO bears the responsibility for the content and
descriptions of these guidelines. However, the final deci-
sion to use these guidelines should be made by the indi-
vidual user. Thus, the physicians in charge of treatment are
responsible for the outcome of treatment.

2. Method used to prepare these guidelines

To create these guidelines, the Guidelines Formulation
Committee and Evaluation Committee were established
independently from the Committee for the Treatment
Guidelines for Cervical Cancer. The initial draft was cre-
ated by thoroughly evaluating the various opinions from
within and outside the JSGO prior to incorporating them
into the final draft. The guidelines were published after
approval by the JSGO.
(1) Classification of evidence
1. The guidelines were created in accordance with the
international standard procedures of evidence-based
medicine used for the creation of clinical practice
guidelines.
In principle, searches of data and published literature
were performed prior to December 2009 in Japan and
overseas, and evidence was collected.
This collected evidence was evaluated for quality using
the criteria of the Japan Society of Clinical Oncology
and its Formulation Committee on clinical practice
guidelines for the use of anticancer agents [4, 5]; how-
ever, it was modified to allow some of it to fit into the
guidelines (Table 1).

2.

@ Springer



242

Int J Clin Oncol (2015) 20:240-248

Table 1 Classification of evaluation criteria for evidence quality

Level I Evidence from multiple randomized controlled trials or meta-
analyses of multiple randomized controlled trials

Level Il Evidence from at least one randomized controlled trial or
multiple well-designed controlled studies without randomization

Level 111 Evidence from at least one other type of well-designed
quasi-experimental study or from well-designed nonexperimental
descriptive studies, such as comparative studies, correlation studies,
or case studies

Level IV Expert committee reports, or opinions and/or clinical experi-
ences of respected authorities

Table 2 Classification of recommendation categories

Grade A The treatment is strongly recommended if at least one level I
evidence indicates validity

Grade B The treatment is recommended if at least one level II evi-
dence indicates validity

Grade C1 The treatment can be considered, but the evidence is insuf-
ficient; for example, there are several reports of level III evidence
that show validity with generally consistent results

Grade C2 The treatment is not recommended without sufficient
scientific evidence

Grade D The treatment is not recommended because neither utility
nor effectiveness has been shown and because the treatment may be
harmful

(2) Clinical questions and classification
of recommendation categories

As a result of the discussions held by the Guideline Com-
mittee, controversial issues were selected as CQs and asso-
ciated recommendations were made. Each recommendation
in response to a CQ is accompanied by a classification of
the evidence and a classification of the recommendation
categories based on the consensus reached by the Guideline
Committee members.

The strengths of the recommendations in our guidelines
were also determined by the recommendation criteria of
the Japan Society of Clinical Oncology and its Formula-
tion Committee of Clinical Practice Guidelines for the
Use of Anticancer Agents [6]. These were modified while
referring to the ‘Guide 2007 Minds practice guidelines’
(Tables 2, 3).

Chapter 2: Primary treatment for stage 0 to IA cervical
cancer (Fig. 1)

CQOI. What treatments are recommended for carcinoma
in situ?

Recommendations A cervical cone biopsy is recommended
(grade B).
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Table 3 Classification of risk of postoperative recurrence of cervical
cancer

Low-risk group: patients who meet all of the following criteria
Small cervical tumor
Negative pelvic nodes
Negative parametrical invasion
Shallow cervical stromal invasion
No venous or lymphatic infiltration

Intermediate-risk group: patients with negative pelvic nodes and
negative parametrical invasion but who meet one of the following
criteria
Large cervical tumor
Deep cervical stromal invasion
Positive venous or lymphatic infiltration

High-risk group: patients who meet one of the following criteria
Positive pelvic nodes

Positive parametrical invasion

CQO2. What treatments are recommended for recurrence
following conservative treatment?

Recommendations (1) For recurrence following laser cone
biopsy or the loop electrosurgical excision procedure, the
same procedure should be repeated or a total hysterectomy
considered, depending on the patient (grade B). (2) For recur-
rence following laser ablation or cryotherapy, either a cone
biopsy or total hysterectomy is recommended (grade B).

CQO03. What treatments are recommended for stage IA]
disease?

Recommendations (1) It is possible to preserve the uterus
by performing a cervical cone biopsy in patients who
strongly desire fertility preservation; however, these
patients must have no vascular or lymphatic infiltration,
negative resection margins, and negative histological results
from endocervical curettage (grade B). (2) A total hyster-
ectomy without pelvic lymphadenectomy is recommended
for patients with no evidence of vascular or lymphatic infil-
tration (grade B). (3) Both a modified radical hysterectomy
and pelvic lymphadenectomy are sometimes performed for
patients with vascular or lymphatic infiltration (grade C1).

CQO04. What treatments are recommended for stage IA2
disease?

Recommendations (1) A modified radical hysterectomy
or a more extensive procedure with lymphadenectomy
should be considered for stage IA2 disease (grade C1).
(2) After thorough histopathological examination of a
specimen obtained by diagnostic conization, omission of
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Stage 0 °
Squamous cell carcinoma (CQO01)
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/ Negative ~_____
______ N .

b .
Cervical conization ’ Resection Total hysterectomy
Positive and persistent /

margin
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recurrence of CIN3 lesion | ---~->> Repeated conization
in the remaining uterus
adenocarcinoma (CQ06 . . " .
( ) Negative ~----------> For patients who strongly desire fertility preservation,
b R fi / conization can be the final treatment  d
Cervical conization \ n?:%?r:on
positive - > Total hysterectomy
a
Stage IA
Squamous cell carcinoma > Conization can be the final treatment
Negative <
stage IA1 (CQO03) Negative | Resection ‘ / J
Cervical P | Lymphvascular | —7 margin - [~ ositve _—7 Total hysterectomy
conization infiltration T positive

\ Total hysterectomy

. or
/ Negative Modified radical hysterectomy
+ pelvic lymphadenectomy

stage IA2 (CQO04)
b

‘Cervical Lymphvascular

conization infiltration N positive
S \) Radical hysterectomy
Adenocarcinoma e (pelvic nerve preservation)
stage IA (CQO7) "77777=> Radiation therapy
; b
Cervical Observation
conization or
Total hysterectomy
or
Radical hysterectomy (pelvic nerve preservation) f
Fig. 1 Primary treatment for stage 0 to IA cervical cancer. a If cervi- the patient does not wish to preserve her fertility. d Residual lesions
cal conization is difficult because of atrophy of the cervix, such as in are reportedly found in about 20 % of cases involving negative mar-
older patients, omission of the conization may be considered. How- gins. Careful inspection is required to preserve the uterus. e In the
ever, prior to surgery, it is necessary to carefully review the cytology, NCCN clinical practice guidelines in oncology, radiation therapy
colposcopy, and biopsy tissue findings; this allows for the perfor- is also an option for patients with cervical cancer. f Operative pro-
mance of a hysterectomy suitable for the estimated lesion. b Cervical cedures should be individualized according to the histopathological
canal curettage should be performed at the time of cervical coniza- findings of the conization specimens, namely the extent of invasion
tion. If cervical curettage is positive, the patient should be treated as and the presence or absence of lymphovascular infiltration

if they have positive margins. ¢ Hysterectomy may be considered if

lymphadenectomy in patients with no vascular or lym-  considered with cervical cone biopsy in patients who

phatic infiltration can be considered (grade C1). strongly desire fertility preservation. However, careful
management is required (grade C1).

CQO5. What treatments are recommended if the disease

is upstaged to stage IB or higher following total CQO7. What treatments are recommended for stage IA

hysterectomy? adenocarcinoma?

Recommendations Adjuvant radiotherapy or concurrent  Recommendations (1) In cases involving deep invasion,
chemoradiotherapy (CCRT) should be considered (grade C1).  a radical hysterectomy or modified radical hysterectomy

with pelvic lymphadenectomy should be considered (grade
CQO06. What treatments are recommended C1). (2) In cases involving shallow invasion, a hysterec-
for adenocarcinoma in situ? tomy without pelvic lymphadenectomy (total hysterectomy

or modified radical hysterectomy) can also be consid-
Recommendations (1) A total hysterectomy is rec-  ered (grade C1). (3) If the patient strongly desires fertil-
ommended (grade B). (2) Uterus preservation can be ity preservation, a cervical cone biopsy can be performed
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to preserve the uterus. Careful case selection is required
(grade C1).

Chapter 3: Primary treatment for stage IB to II cervical
cancer (Fig. 2)

CQO8. What treatments are recommended for stage IB1
and IIA1 squamous cell carcinoma?

Recommendations A radical hysterectomy or radiation ther-
apy is recommended (grade B).

CQO09. What treatments are recommended for stage IB2
and I1A2 squamous cell carcinoma?

Recommendations A radical hysterectomy (4 adjuvant
therapy) or CCRT is recommended (grade B).

CQ1I10. What treatments are recommended for stage IIB
squamous cell carcinoma?

Recommendations A radical hysterectomy (4-adjuvant ther-
apy) or CCRT is recommended (grade B).

CQI11. Is neoadjuvant chemotherapy recommended
for stage IB and Il squamous cell carcinoma?

Recommendations Neoadjuvant chemotherapy can be consid-
ered depending on the extent and size of the tumor (grade C1).

CQI2. Is pelvic nerve preservation recommended
in radical hysterectomy?

Recommendations Pelvic nerve preservation can be consid-
ered when curability is not impaired (grade C1).

CQI3. Is ovary preservation possible in radical
hysterectomy?

Recommendations (1) Ovary preservation is possible with-
out compromising curability if appropriate case selection is
performed by considering the patient’s histological type or
stage (grade B). (2) If the ovaries are to be preserved, ovar-
ian transposition and fixation outside of the pelvic radiation
field can be considered (grade C1).

CQ1I4. Is para-aortic lymphadenectomy recommended
in radical hysterectomy?

Recommendations If diagnostically useful, para-aortic lym-

phadenectomy can be considered to search for metastasis
or determine the irradiation field (grade C1).

@ Springer

CQ15. What treatments are recommended for stage IB
and 11 adenocarcinoma?

Recommendations In principle, surgery should be consid-
ered for stage IB and II disease (grade C1).

Chapter 4: Postoperative therapy for stage IB to II cervical
cancer (Fig. 3)

CQ16. What is the recommended postoperative adjuvant
therapy?

Recommendations (1) CCRT is recommended for patients
at high risk of recurrence (grade B). (2) Radiation therapy
is recommended for patients at intermediate risk of recur-
rence. However, CCRT can be considered depending on the
number and extent of risk factors (grade C1).

CQ17. What irradiation methods arve recommended
when performing postoperative adjuvant radiotherapy
for a patient at high risk of relapse?

Recommendations (1) Whole-pelvis irradiation is rec-
ommended (grade B). (2) Three-dimensional treatment
planning is recommended (grade B). (3) The addition
of intracavitary irradiation is not recommended with
the exception of cases involving positive margins (grade
C2).

CQI8. For whom is prophylactic para-aortic irradiation
indicated?

Recommendations Para-aortic irradiation can be considered
for patients with a high risk of recurrence in the para-aortic
lymph nodes (grade C1).

CQ19. Are oral anticancer drugs and immunotherapy
recommended as maintenance therapies?

Recommendations (1) Oral anticancer agents are not rec-
ommended because their usefulness is unclear (grade C2).
(2) Immunotherapy is not recommended because its useful-
ness has not been fully verified (grade C2).

Chapter 5: Primary therapy for stage III to IV cervical
cancer (Fig. 4)

CQ20. Which is the recommended radiotherapy for stage
Il and IVA disease: definitive radiotherapy or CCRT?

Recommendations CCRT is recommended rather than radi-
ation monotherapy (grade B).
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Stage IB (CQ8, 9, 15)
/ Radical hysterectomy
(CQ8, 9, 15)
Stage IB1
Radiation therapy
Stage IB2 (CQ08)
\ Concurrent chemoradiation 2

(CQ8,9)

Stage Il (CQ8-10, 15)

See the section on adjuvant
treatment of stage IB or li

/ ey

Stage lIA1 Radical hysterectomy
(CQ8-10, 15)
Stage I1A2 Radiation therapy
(CQ08)
Concurrent chemoradiation @
Stage IB —> (CQ9, 10)

Fig. 2 Primary treatment for stage IB to II cervical cancer (including
squamous cell carcinoma and adenocarcinoma). a Primary treatment
for stage IB to II cervical cancer should be performed with caution

Fig. 3 Postoperative therapy
for stage IB to II cervical cancer
(including squamous cell carci-
noma and adenocarcinoma). a
There are many discussions and
various reports on risk assess-
ment for postoperative recur-
rence. Postoperative therapy
must be considered according to
the individual case

Evaluation of the risk of
recurrence after surgery
(Table 3)

CQ21. What CCRT regimens are recommended for stage
11l and IVA disease?

Recommendations Regimens that include cisplatin are rec-
ommended (grade A).

CQ22. Is chemotherapy recommended prior to principal
treatment for stage IlI and IVA disease?

Recommendations (1) Chemotherapy is not recommended
before radiotherapy (grade D). (2) Chemotherapy is not
recommended before surgery (grade C2). (3) For adenocar-
cinoma, chemotherapy is not recommended before primary
treatment (grade C2).
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because the tolerability of concurrent chemoradiation therapy among
Japanese women has not been sufficiently tested

a
/ Low-risk group > Observation

a
\> intermediate-risk group ———>

Radiation therapy

or

concurrent chemoradiation
(CQ16,17)

a
High-risk group

Concurrent chemoradiation
(CQ16,17)

CQ23. Is surgery recommended for stage Il and IVA
disease?

Recommendations Surgery is not recommended (grade C2).

CQ24. What treatments are recommended for stage IVB
disease?

Recommendations (1) Systemic chemotherapy can be con-
sidered for patients with a good performance status and
preserved organ function (grade C1). (2) Surgery, radio-
therapy, chemotherapy, or a combination of these treat-
ments can be selected for patients with distant metastatic
lesions, such as resectable lung metastases, or with lymph
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Fig. 4 Primary treatment for
stage III to IV cervical cancer
(including squamous cell carci-

Stage Il (CQ20-23, 25)

noma and adenocarcinoma). a Stage lIIA
Primary treatment for stage I1I Stage lIIB
to IV cervical cancer should be

performed with caution because

the tolerability of concurrent Stage IV

chemoradiation therapy among
Japanese women has not been

sufficiently tested Stage IVA (CQ20-23, 25)

Stage IVB (CQ24, 25) —_— I or

node metastases only (grade C1). (3) If the patient has
severe symptoms accompanying oncological complica-
tions, palliative radiotherapy of the causal lesion is recom-
mended (grade B).

CQ25. What treatments are recommended for stage 111
and IV adenocarcinoma?

Recommendations CCRT involving external irradiation
and intracavitary irradiation is recommended for stage III
or VIA adenocarcinoma (grade B). (2) A platinum-based
agent other than cisplatin, either as monotherapy or as part
of combination chemotherapy, can also be considered for
patients with stage IVB adenocarcinoma with preserved
organ function (grade C1).

Chapter 6: Therapies for relapsed cervical cancer (Fig. 5)

CQ26. What treatment methods are recommended
for recurrence confined to the pelvis if radiotherapy has
not been previously performed?

Recommendations (1) Radiotherapy is recommended
(grade B). (2) CCRT can also be considered (grade C1).

CQ27. What treatments are recommended for recurrence
within the radiation field?

Recommendations (1) Palliative treatment for sympto-
matic relief is the general rule for treatment (grade C1). (2)
Chemotherapy can also be considered, keeping in mind that
the response rate is low for recurrence within the radiation
field (grade C1). (3) Localized radiotherapy or pelvic exen-
teration can also be considered for central recurrence in
the vaginal stump after a thorough preoperative evaluation
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Concurrent chemoradiation © (CQ20-22, 25)

a
——————————>  Concurrent chemoradiation (CQ20-22, 25)

Systemic chemotherapy

Localized paliative treatment
or

Best supportive care
(CQ24, 25)

(grade C1). (4) Re-irradiation is not recommended (grade
C2).

CQ28. What treatments are recommended for recurrence
outside the radiation field or for extrapelvic recurrence
if radiotherapy has not been previously performed?

Recommendations (1) Para-aortic metastasis: radiation
therapy or CCRT can be considered for solitary metastasis
(grade C1). (2) Brain metastasis: (a) stereotaxic radiosur-
gery along with whole-brain radiation therapy (WBRT) or
WBRT alone is recommended for metastases of up to three
sites (grade B). (b) WBRT is recommended for more than
four metastases (grade B). (3) Bone metastasis: (a) single-
fraction or multi-fraction radiotherapy is recommended
for pain relief (grade B). (b) Bisphosphonates are recom-
mended for symptom relief (grade B). (c) Strontium chlo-
ride can be considered for multiple bone metastases if med-
ical therapy is ineffective (grade C1). (4) Lung metastasis:
resection or stereotactic body radiotherapy can be consid-
ered for one to three localized metastases (grade C1).

CQ?29. Is systemic chemotherapy recommended
for recurrence?

Recommendations Systemic chemotherapy is recommended
for patients with disease that is difficult to control by surgery
or radiotherapy as well as for patients with a good perfor-
mance status and preserved organ function (grade B).

CQ30. What systemic chemotherapy regimens are
recommended to treat recurrent disease?

Recommendations (1) Cisplatin as either monother-
apy or part of two-drug combination chemotherapy is
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Fig. 5 Therapy for relapsed cervical cancer (including squamous cell carcinoma and adenocarcinoma)

recommended (grade B). (2) A platinum-based agent other
than cisplatin, as either monotherapy or part of two-drug
combination chemotherapy, can also be recommended
(grade B). (3) Cisplatin as either monotherapy or part of
two-drug combination chemotherapy is preferable for
recurrent adenocarcinoma (grade C1).

Chapter 7: Management of cervical cancer
during pregnancy

CQ31. What treatments are recommended for stage 0
disease during pregnancy?

Recommendations (1) Cone biopsy may be delayed until
after delivery as long as the diagnosis is stage 0 disease
based on consistent cytology, colposcopy, or biopsy anal-
ysis results (grade C1). (2) If adenocarcinoma in situ is
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suspected, a cone biopsy should be performed to deter-
mine the diagnosis during pregnancy (grade C1).

CQ32. What treatments are recommended for stage IA
disease during pregnancy?

Recommendations If stage IA or higher disease is sus-
pected, a cervical cone biopsy should be considered to
determine the diagnosis during pregnancy (grade C1).

CQ33. What treatments are recommended for invasive
cancer during pregnancy?

Recommendations If the diagnosis made during the gesta-
tional period (usually during the 3rd trimester) indicates
that the fetus can survive outside the uterus, standard treat-
ment after delivery can be considered (grade C1).
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Chapter 8: Surveillance after treatment for cervical cancer

CQ34. What intervals are recommended for post-treatment
surveillance?

Recommendations The following intervals are recom-
mended for standard surveillance (grade C1):

For the first 1-2 years: every 1-3 months

For the 3rd year: every 3—6 months

For the 4th and 5th years: every 6 months

From the 6th year: every 12 months

CQ35. What investigations and examinations should be
performed during post-treatment surveillance?

Recommendations (1) A physical examination (including
pelvic and rectal examination), cytological examination,
chest radiography, measurement of tumor markers, and
diagnostic imaging should be performed (grade C1). (2)
Any complications associated with surgery, radiotherapy,
or chemotherapy should be noted (grade C1).
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Introduction
Purpose

These guidelines are intended for doctors who are engaged
in the diagnosis and treatment of esophageal carcinoma, for
the following purposes: (1) to present the standard practice
for the diagnosis and treatment of esophageal carcinoma
with a high regard for the principles of evidence-based
medicine (EBM); (2) to improve the safety and results of

This article originally appeared in Japanese as Shokudo gan
shindan - chiryo gaidorain (Guidelines for Diagnosis and
Treatment of Carcinoma of the Esophagus), published by
Kanehara, Tokyo, April.

This article does not contain any studies with human or animal
subjects performed by any author(s). This paper consists of
summary and text of Guidelines for Diagnosis and Treatment
of Carcinoma of the Esophagus April 2012 edited without
references and clinical questions and answers and grade of
recommendation,
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treatment, thereby reducing the difference in treatment
results among different institutions; (3) to reduce unneces-
sary costs and efforts; (4) help enable people to undergo
treatment without anxiety.

These guidelines provide only guidance on the indica-
tions for treatment and do not restrict or prohibit the ase of
any treatment deviating from those described hercin.

Responsibilities

The Japan Esophageal Society assumes responsibility for
the content described in these guidelines.

However, responsibility for the treatment results should
be borne by the doctor providing the treatment and shall
not rest with the Japan Esophageal Society.

Basic principles adopted for the preparation of these
guidelines

These guidelines only present indications for the treat-
ment procedures and do not address the technical prob-
lems of each weatment modality. The principles of present-
ing adequate treatment procedures include the following:
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Preface 2007

We deeply appreciate the great contributions of many
physicians in the registry of esophageal cancer cases. The
Comprehensive Registry of Esophageal Cancer in Japan,
2007, was published here, despite some delay. The registry
complies with the Act for the Protection of Personal In-
formation. The encryption with a HASH function is used
for ‘‘anonymity in an unlinkable fashion’’.

These data were first made available on December 25, 2014, as the
Comprehensive Registry of Esophageal Cancer in Japan, 2008. Not
all the pages are reprinted here; however, the original table and figure
numbers have been maintained.

The authors were members of the Registration Committee for
Esophageal Cancer, the Japan Esophageal Society, and made great
contributions to the preparation of this material.
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We briefly summarized the Comprehensive Registry of
Esophageal Cancer in Japan, 2007. Japanese Classification
of Esophageal Cancer 10th and UICC TNM Classification
6th were used for cancer staging according to the subjected
year. A total of 5216 cases were registered from 257 insti-
tutions in Japan. Tumor locations were cervical: 4.4 %,
upper thoracic: 12.7 %, middle thoracic: 49.5 %, lower
thoracic: 25.1 % and EG junction: 5.9 %. Superficial car-
cinomas (Tis, Tla, and T1b) were 35.7 %. As for the his-
tologic type of biopsy specimens, squamous cell carcinoma
and adenocarcinoma accounted for 90.1 % and 3.9 %, re-
spectively. Regarding clinical results, the 5-year survival
rates of patients treated using endoscopic mucosal resec-
tion, concurrent chemoradiotherapy, radiotherapy alone,
chemotherapy alone, or esophagectomy were 88.1, 25.1,
16.0, 9.4, and 52.8 %, respectively. Esophagectomy was
performed in 2834 cases. Concerning the approach used for
esophagectomy, 19.8 % of the cases were treated thoraco-
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