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Fig. 11.2.1 Clinical features of primary malignant melanoma.
Advanced malignant melanoma is easy to diagnose, because it is
clinically seen as a large, irregularly shaped, brownish black
lesion often accompanying ulcerated nodules as presented in
this lesion on the palm (a). In contrast, early melanoma is usu-
ally seen as a rather small, brownish black macule (b), resem-

D1 [9]. Bastian’s classification seems to support validity
of Clark’s classification. However, note that, in Bastian’s
classification, there is no category of nodular melano-
mas (NM) in Clark’s classification. Furthermore, 5 of 36
acral melanomas in Bastian’s series were SSM accord-
ing to Clark’s classification. Therefore, in a sense,
Bastian's classification can be considered to support the
unitying concept proposed by Ackerman. Bastian’s
new classification could be considered to ablate Clark’s
classification and Ackerman’s concept in a new dimen-
sion {60].

11.2.2.2 Clinical Diagnosis
and Dermoscopy

11.2.2.2.1 Clinical Diagnosis and Criteria

The ABCDE rules and the Glasgow’s 7-point checklist
are popular clinical guidelines for detection of malig-
nant melanoma. The Glasgow’s checklist emphasizes
the changes of lesions [38], whose sensitivity to early
melanoma may be low. ABCDE rule is surely effective
in differentiating early melanoma from acquired mel-
anocytic nevus [1], but it may be not so effective in
differentiating melanoma form basal cell carcinoma
and seborrheic keratosis.
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bling melanocytic nevus. However, the early melanoma is
characterized by irregular shapes with notching and uneven. dis-
orderly pigmentation as seen in this case. This lesion was mela-
noma in situ seen on upper back of a 25-year-old female. The
size was 11 mm in maximum diameter

Most advanced melanomas are easy to diagnose
clinically (Fig. 11.2.1a).

However, to improve prognosis, we must accurately
diagnose this neoplasm in the earlier stages
(Fig. 11.2.1b).

The following criteria may be helpful in the early
detection.

1. Pigmented macule:

» Variable shades of brown from tan to black.
» Disorderly and asymmetrical distribution of the
colors

2. lrregular shape:

»  Asymmetrical overall configuration
» Notching at the margin, often

3. Larger size:

» Usually more than 7 mm in maximum diameter
at the time of diagnosis (excluding congenital
nevus, which is often larger than 7 mm)

4. Uneven margin:

« Margin of the lesion abruptly stops partly and is
indistinct in other parts.

Using the above criteria, we could effectively differen-
tiate early melanoma from so-called Clark nevus (dys-
plastic nevus) [59]. '
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11.2.2,2.2 Diagnosis with Dermoscopy

Dermoscopy (dermatoscopy, epiluminescence micros-
copy), a recently introduced non-invasive diagnostic
method, is immensely helpful in determining diagno-
sis of malignant melanoma. Dermoscopy has revealed
new valuable criteria for diagnosing malignant mela-
noma. The most systematic diagnostic procedure in
dermoscopy is the two-step procedure proposed in
Consensus Net Meeting on Dermoscopy held in 2000
[6]. Other several dermoscopic procedures have been
proposed for the detection of malignant melanoma as
follows: pattern analysis, ABCD rule [66], 7-point
checklist [4], and Menzies’ method [42]. Among
them, pattern analysis, first proposed by Pehamberger
et al. [53] and later revised by Argenziano & Soyer
et al. [5], may be most useful; diagnostic sensitivity
was almost same among all the methods, but specific-
ity in the revised pattern analysis was superior to other
methods {6].

Melanocytic lesions on acral volar skin exhibit
unique dermoscopic patterns. Major dermoscopic pat-
terns seen in melanocytic nevus on acral volar skin are
the parallel furrow pattern, the lattice-like pattern, and
the fibrillar pattern (61, 62]. Among them, the parallel
furrow pattern is the prototype (Fig. 11.2.2a) [61].

Other minor dermoscopic patterns of acral melano-
cytic nevus have been reported such as homogeneous

pattern and reticular pattern [39]. In these benign der-
moscopic patterns, pigmentation is prominent along
the sulci of the surface skin markings, which run in a
parallel fashion in this anatomical site. Interestingly, in
macular portions of malignant melanoma affecting
acral volar skin, the ridges of the skin markings are
preferentially pigmented (Fig. 11.2.2b), which was
referred to the parallel ridge pattern [S1].

The parallel ridge pattern is frequently detected
even in the earlier lesions of acral melanoma. In the
stage of melanoma in situ, diagnostic sensitivity and
specificity of the parallel ridge pattern are 86% and
99%, respectively [63]. Thus, acral melanoma can be
effectively detected in the early curable stages by using
dermoscopy.

11.2.2.3 Histopathologic
and Genetic Diagnosis

Histopathologic differentiation between malignant
melanoma and Spitz nevus is most challenging; Spitz
nevus is not infrequently misdiagnosed as malignant
melanoma and vice versa. Histopathologic criteria for
the differentiation have been proposed [3], and typical
cases can be correctly diagnosed by using these crite-
ria. However, Spitz nevus-like lesions with some

Fig. 11.2.2 Dermoscopic features of melanocytic lesions on
acral volar skin. A major dermoscopic pattern most frequently
seen in melanocytic nevus on volar skin is the parallel furrow
pattern, showing linear pigmentation along the suici of the sur-
face skin markings (a). In contrast, the most characteristic
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dermoscopic pattern seen in acral melanoma is the paralle! ridge
pattern, showing band-like pigmentation on the ridges of the
skin markings (b). Magnification of the dermoscopic images is
x20. Insets are clinical features of each lesion. Both were seen
on the sole of the foot.
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Fig. 11.2.1 Clinical features of primary malignant melanoma.
Advanced malignant melanoma is easy to diagnose, because it is
clinically seen as a large, irregularly shaped, brownishk black
lesion often accompanying ulcerated nodules as presented in
this lesion on the palm (a). In contrast, early melanoma is usu-
ally seen as a rather small, brownish black macule (b). resem-

D1 [9]. Bastian’s classification seems to support validity
of Clark’s classification. However, note that, in Bastian’s
classification, there is no category of nodular melano-
mas (NM) in Clark’s classification. Furthermore, 5 of 36
acral melanomas in Bastian’s series were SSM accord-
ing to Clark’s classification. Therefore, in a sense,
Bastian’s classification can be considered to support the
unifying concept proposed by Ackerman. Bastian's
new classification could be considered to ablate Clark’s
classification and Ackerman’s concept in a new dimen-
sion [60].

11.2.2.2 Clinical Diagnosis
and Dermoscopy

11.2.2.2.1 Clinical Diagnosis and Criteria

The ABCDE rules and the Glasgow’s 7-point checklist
are popular clinical guidelines for detection of malig-
nant melanoma. The Glasgow’s checklist emphasizes
the changes of lesions {38], whose sensitivity to early
melanoma may be low. ABCDE rule is surely effective
in differentiating early melanoma from acquired mel-
anocytic nevus [1]. but it may be not so effective in
differentiating melanoma form basal cell carcinoma
and seborrheic keratosis.
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bling melanocytic nevus. However, the early melanoma is
characterized by irregular shapes with notching and uneven, dis-
orderly pigmentation as seen in this case. This lesion was mela-
noma in situ seen on upper back of a 25-year-old female. The
size was 11 mm in maximum diameter

Most advanced melanomas are easy to diagnose
clinically (Fig. 11.2.1a).

However, to improve prognosis, we must accurately
diagnose this neoplasm in the earlier stages
(Fig. 11.2.1b).

The following criteria may be helpful in the early
detection.

|. Pigmented macule:

¢ Variable shades of brown from tan to black.
» Disorderly and asymmetrical distribution of the
colors

2. Irregular shape:

* Asymmetrical overall configuration
» Notching at the margin, often

3. Larger size:

+ Usually more than 7 mm in maximum diameter
at the time of diagnosis (excluding congenital
nevus, which is often larger than 7 mm)

4. Uneven margin:

» Margin of the lesion abruptly stops partly and is
indistinct in other parts.

Using the above criteria, we could effectively differen-
tiate early melanoma from so-called Clark nevus (dys-
plastic nevus) [59].
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11.2.2.2.2 Diagnosis with Dermoscopy

Dermoscopy (dermatoscopy, epiluminescence micros-
copy), a recently introduced non-invasive diagnostic
method, is immensely helpful in determining diagno-
sis of malignant melanoma. Dermoscopy has revealed
new valuable criteria for diagnosing malignant mela-
noma. The most systematic diagnostic procedure in
dermoscopy is the two-step procedure proposed in
Consensus Net Meeting on Dermoscopy held in 2000
[6]. Other several dermoscopic procedures have been
proposed for the detection of malignant melanoma as
follows: pattern analysis, ABCD rule [66], 7-point
checklist [4], and Menzies’ method [42]. Among
them, pattern analysis, first proposed by Pehamberger
et al. [53] and later revised by Argenziano & Soyer
et al. [5], may be most useful; diagnostic sensitivity
was almost same among all the methods, but specific-
ity in the revised pattern analysis was superior to other
methods [6].

Melanocytic lesions on acral volar skin exhibit
unique dermoscopic patterns. Major dermoscopic pat-
terns seen in melanocytic nevus on acral volar skin are
the parallel furrow pattern, the lattice-like pattern, and
the fibrillar pattern [61, 62]. Among them. the parallel
furrow pattern is the prototype (Fig. 11.2.2a) [61].

Other minor dermoscopic patterns of acral melano-
cytic nevus have been reported such as homogeneous

Fig. 11.2.2 Dermoscopic features of melanocytic lesions on
acral volar skin. A major dermoscopic pattern most frequently
seen in melanocytic nevus on volar skin is the parallel furrow
pattern, showing linear pigmentation along the sulct of the sur-
face skin markings (a). In contrast. the most characteristic

pattern and reticular pattern [39]. In these benign
moscopic patterns, pigmentation is prominent
the sulci of the surface skin markings, which run.
parallel fashion in this anatomical site. Interestin
macular portions of malignant melanoma affe
acral volar skin, the ridges of the skin marking
preferentially pigmented (Fig. 11.2.2b), which
referred to the parallel ridge pattern [51].

The parallel ridge pattern is frequently dete
even in the earlier lesions of acral melanoma. In
stage of melanoma in situ, diagnostic sensitivity.
specificity of the parallel ridge pattern are 86%::
99%. respectively [63]. Thus, acral melanoma can
effectively detected in the early curable stages by ug
dermoscopy. '

11.2.2.3 Histopathologic
and Genetic Diagnosis

Histopathologic differentiation between mahgn
melanoma and Spitz nevus is most challenging; S
nevus is not infrequently misdiagnosed as malign
melanoma and vice versa. Histopathologic criteria
the differentiation have been proposed [3], and typics
cases can be correctly diagnosed by using these crit
ria. However, Spitz nevus-like lesions with somu

dermoscopic pattern seen in acral melanoma is the parallel rid
pattern, showing band-like pigmentation on the ridges of ¢
skin markings (b). Magnification of the dermoscopic imag
x20. Insets are clinical features of each lesion. Both were sef
on the sole of the foot. )
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atypical histopathologic features are not rare, which
causes a serious problem in determining diagnosis.
Some investigators recently proposed the concept of
atypical Spitz nevus and of spitzoid melanoma [8, 11].
According to them, atypical Spitz nevus is a borderline
lesion between Spitz nevus and melanoma and spit-
zoid melanoma is a biologically low-grade melanoma
with limited potential of metastasis. Ackerman rejected
such ambiguous entities and insisted that diagnosis
must be melanoma or Spitz nevus [45]. Gill et al.
reported that Spitz nevus and spitzoid melanoma were
similar in genetic changes, both did not exhibit B-RAF
mutations, which is common in ordinary malignant
melanoma [26]. In contrast, van Dijk et al. reported
that Spitz nevus and spitzoid melanoma were signifi-
cantly different in mutation status of B-RAF, N-RAS,
and H-RAS (Harvey rat sarcoma viral oncogene
homolog) genes [69].

We analyzed a total of 16 spitzoid lesions showing
ambiguous histopathologic features. We examined hot
spots of mutation in the B-RAF, N-RAS, and H-RAS
genes by PCR-based direct sequencing. In addition, we
analyzed DNA copy number aberrations and the methy-
lation in cancer-related genes by using methylation-
specific multiplex ligation-dependent probe amplification
(MS-MLPA) [68]. Two dermatopathologists indepen-
dently interpreted a HE stained section of the cases. The
two pathologists mostly agreed in the diagnosis of mela-
noma, however, most lesions diagnosed as Spitz nevus
by one pathologist were interpreted as atypical Spitz
nevus by the other. Cases diagnosed as melanoma exhib-
ited mutations of B-RAF or N-RAS genes, and/or copy
number aberrations of oncogenes or methylation of
tumor suppressor genes. In contrast, in almost all cases
diagnosed as Spitz nevus or atypical Spitz nevus, no
genetic abnormalities were detected. These results indi-
cate that atypical Spitz nevus is nothing but a kind of
Spitz nevus.

11.2.3 General Therapeutic Outline

11.2.3.1 Staging and Prognosis

A new staging system of cutaneous melanoma was pro-
posed by American Joint Committee on Cancer staging
system (AJCC) in 2001 [7], which was adopted in
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Union Internationale Contre le Cancer (UICC) staging
system in 2002. The TNM classification and the stag-
ing system are shown in Table 11.2.1. Key revised
points are change of T classification criteria (from 0.75,
1.5 and 4 mm to 1, 2, and 4 mm) and introduction of
category of microscopic metastasis in regional lymph

Table 11.2.1 TNM classification and stage grouping (UICC
2002). {a) TNM classification
pT classification. (primary lesions)

TX: primary tumor cannof be assessed (e.g., shave biopsy
*or regressed melanomay’

TO: no evidence of primary tumor
Tis: melanoma in sita

Tla: tumor thickness<lmm, without ulceration and level
gl

T1b: tumor thicktless<imm, with ulceration or level IV/V
T2a: tumor thickness>1 mm,SZ mm, without ulceration
T2b tumor thickness>1 mm,SZ mm, with ulceration
T3a: tumor thickness>2 mm,<4 mm, without ulceration
T3b: tumor thickness>2 mm,<4 mm, with ulceration
T4a: tamor thiékness>4 g, without ulceration
T4b: tamor thickness>4 mm,with ulceration

N classification ( regional lymph nodes)
NX: regional lymph nodes cannot be assessed
NO: no regional node metastasis
Nla: 1 node, micrometastasis (clinically occult)
N1b: 1 node, macrometastasis (clinically apparent)
N2a: 2-3 nodes, micrometastasis (clinically occult)
N2b: 2-3 nodes, mac;omel;astasis (clinically apparent)

N2c: in transit metastaéislsatellite(s) without metastatic
nodes ;

N3: 4 or more metastatic nodes, or matted nodes, or in
transit metastasis/satellite(s) with metastatic node(s)

M classification (distant metastases)
MX: distant metastasis cannot be assessed
MO: no distant metastasis

M1a: distant skin, subcutaneous, or nodal metastases,
normal serum LDH®

M1b: lung metastases, normal serum LDH

MIc: all other metastases, normal serum LDH or any
distant metastasis, elevated serum LDH

“Lactic dehydrogenase
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Stages Demition of the stage

IA T1aNOMO

1B T1bNOMO, T2aNOMO

A T2bNOMO, T3aNOMO

1B T3bNOMO, T4aNOMO

nc T4bNOMO

mA Tla-4aNTa-2aM0

HIB Tla-4aN1b,2b,2cMO

ic T1b-4bN1b,2bM0, anyTN3MO
v anyTanyNM 1

Table 11.2.1 (b) Stage grouping and 3-year survival of each sub-stage

dacarsunnal re

Nestern Lapanese

90 91
78 82
65 70
45 65
67 66
53 62
26 26
12 13

*Cited from [7, 50}

nodes, which is evaluated by the sentinel node biopsy.
In addition, stage III is defined only as the stage with
regional lymph node metastasis, irrespective of micro-
scopic or macroscopic. Sub-stage categories are impor-
tant in the new staging system. Based on data of 17,600
melanoma patients, 5- and 10-year survival rates of
each sub-stage were presented 7], which surely aid in
predicting survival of each patient. These survival rates
were calculated from data of Caucasian melanoma
patients. We investigated survivals of Japanese mela-
noma patients according to the new staging system
(Table 11.2.1). Survival rates are mostly comparable
between Balch’s series and ours, however, in sub-stages
IIC and HIB, survival rates of Japanese patients seems
to be superior [50].

11.2.3.2 Clinical Guidelines for
Management of Cutaneous
Melanoma

In recent years, several clinical guidelines for manage-
ment of cutaneous melanoma have been proposed from
western countries: The National Comprehensive
Cancer Network (NCCN) (http://www.ncen.org) and
National Cancer Institute Physician Data Query (http://
www.cancer.gov/cancer_information/pdg/) from U.S.A.,
Guidelines from the Government of Australia (http://
www.nhmrc.gov.au/publications/subjects/cancer.htm),
and Scottish Intercollegiate Guidelines Network (SIGN)
(http://www.sign.ac.uk/). Almost all these guidelines are
formulated based on the principle of the evidence-based

medicine (EBM) [56]. These guidelines surely help
physicians in the management of melanoma patients.

11.2.4 Current Therapies
and Management

11.2.4.1 Surgical Treatment
of Primary Lesions

Several randomized clinical trials have confirmed
validity of narrow margin excision of primary mela-
noma [37]. Table 11.2.2 shows recommended excision
margin in the several recent guidelines. Lesions of mel-
anoma in situ are excised with 2-5 mm free margin,
primary lesions up to 2 mm thickness are excised with
about | cm free margin, and lesions more than 2 mm in
thickness are excised with about 2 cm free margin.

11.2.4.2 Sentinel Lymph Node Biopsy

Introduction of sentinel lymph node biopsy has great
impact on the management of regional lymph nodes
{47]. The sentinel node(s) is the regional lymph node(s)
first receiving the drainage from a particular anatomi-
cal site, which is identified with locally injected tracers
such as blue dyes or radioisotope particles. If the senti-
nel node contains no microscopic metastasis, there is
virtually no risk that the remaining regional lymph
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thichiess

Table 11.2.2 Recommended excision margin for primary cutaneous melanoma*
Tumor - Scottish » < EESM O

In situ 5 mm 2-5 mm 2-5 mm : AL sy S s S mm
<l mm iem Icm lcm fem™ % tem ““lem
>1 mm,<2 mm 1-2cm [-2¢cm 1-2cm 2cm ’ ‘ '

>2 mm,<4 mm 2cm 2-3cm 2cm - 2Zcm : 2cm
>4 mm 2cm 2-3cm 2cm 2-3 cm

sNCCN: National Comprehensive Cancer Network

UK: Br J Dermatol 146:7, 2002; Scottish: Scottish Intercollegiate Guidelines Network; NCI-PDQ: National Cancer Institute/
PDQ(melanoma); AAD: J Am Acad Dermatol 45:579, 2001: ESMO: European Society of Medical Oncology

nodes contain metastasis, and thus regional lymph node
dissection is not necessary. Cochran et al. proposed a
standardized histopathologic evaluation method of sen-
tinel node(s) [15]. Status of sentinel node has been con-
firmed as a significant prognostic factor, and a more
recent study suggested that sentinel node biopsy could
improve the prognosis of melanoma patients [48].

11.2.4.3 Adjuvant Therapy for High-Risk
Patients

Melanoma patients in the stages IIC or 11l are at high-
risk of recurrence after radical surgery. These patients
are candidates for adjuvant therapy. A randomized
controlled trial performed by Kirkwood et al. revealed
that long-term administration of high-dose interferon
alfa (IFN-a) (2000 x 10* unit/m*day, intravenously,
for 1 month and 1000 x 10* unit/m’, three times per
week, subcutaneously, for 11 months) significantly
prolonged the survivals of high-risk melanoma patients
compared with the control group (overall 5-year sur-
vival: 46% vs 37, P=0.02) [34]. However, later studies
failed to confirm the significance {35]. At least at pres-
ent, no effective adjuvant therapies for high-risk mela-
noma patients have been established.

11.2.4.4 Management of Metastatic
Lesions

If metastasis is solitary or only a few in number and
limited to one organ, feasibility of surgical resection is
considered. Surgical resection of such lesions may
prolong survival time of the patients to some extent
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[23]. If metastasis is imited to the liver, intra-arterial
chemotherapy using cisplatin (CDDP) or other drugs
has some palliative effect on the patients’ quality of
life [24]. Hepatic arterial chemoembolization is also
considered in this situation {41].

Effect of chemotherapy on advanced melanoma with
multiple metastases is limited. DTIC is still a standard
drug for patients with metastatic melanoma. Treatment
schedule is (1) 200-250mg/m*/day, intravenously (iv),
on day 1-5, or (2) 850-1,000mg/m*day, iv, on day |
only, repeated every 3-4weeks as far as tolerable. In
fact, however, the response rate by this drug is less than
20% and long term remission is exceptional. In a past
decade, new drugs such as fotemustine {31] and temo-
zolomide [44] were introduced, but their benefits were
limited, compared with DTIC. A variety of combination
chemotherapies were proposed. The Dartmouth regi-
men (BCDT) consisting of CDDP (25 mg/m?’, iv, on day
1-3, every 3-4 weeks), DTIC (220 mg/m?, iv, on day
1-3, every 3—4 weeks), carmustine (BCNU) (150 mg/
m?, iv, on day 1, every 6-8 weeks) and tamoxifen (TAM)
(20 mg/day, per os) was reported to show high response
rate around 50% in advanced melanoma [19], however,
later randomized controlled clinical trials failed to con-
firm superior effect compared with DTIC monotherapy
[12]. Another attractive regimen was sequential bio-
chemotherapy, in which combination chemotherapy
mainly using CDDP immediately followed by biother-
apy using interleukin-2 (IL-2) and IFN-o. Higher
response rate more than 50% and up to 20% complete
response was reported [33]. However, again, random-
ized controlled trials failed to confirm superior effect of
the sequential biochemotherapy compared with corre-
sponding combination chemotherapy alone [57]. Only
one study performed by Eton et al. showed borderline
significance in the survival (medium survival time: 9.3
months for chemotherapy alone versus {1.9 months for
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biochemotherapy using IL-2 and IFN-a; P=0.06) [21].
Note that these combination therapies increased inci-
dence and severity of adverse effects.

Malignant melanoma is also highly resistant to
radiation, however, radiation therapy can be used as a
palliative therapy [54]. Stereotactic radiosurgery for
cerebral metastatic melanoma is a choice of palliative
treatment [46]. Pain from bone metastases can be tran-
siently relieved by radiation therapy.

11.2.5 Experimental Approaches

11.2.5.1 Immunotherapy

Many melanoma antigens recognized by cytotoxic T
cells (CTL) have been identified and amino acid
sequences of peptides presented on HLA-molecules and
recognized by T cell receptors were analyzed [55].
Among various kinds of immunotherapies, dendritic
cell therapy seems to be most attractive. Dendritic cells
derived from peripheral blood of patients are pulsed
in vitro with a cocktail of melanoma epitope peptides or
an autologous tumor lysate and then re-introduced to the
patients. Disappearance of large visceral metastases was
episodically reported, however, even in these patients,
enlarging metastases or new metastatic lesions were
often observed during the treatment [49]. This may be
explained by loss of melanoma antigens and/or HLA-
class T antigens from melanoma cells. Regulatory T cells
also have an inhibitory effect on the functions of CTL.
Clinical trials of humanized anti-CTLA-4 antibody.
which reactivates CTL, have been conducted worldwide,
particularly in combination with DTIC [28].

In a recent study by Rosenberg et al., autologous
tumor infiltrating lymphocytes (TILs) were expanded
in vitro and then transferred to HLA-A2+ patients,
who had been received immunodepleting chemother-
apy with cyclophosphamide and fludarabine. Along
with the TILs, high-dose 1L-2 was administrated to the
patients. In this trial, 18 of 35 (51%) patients showed
clinical response including three patients of complete
response with duration 7-24 months [20]. Remarkably,
in responded patients, CD8+ lymphocytes accounted
for ~80% in the peripheral blood and percentages of
the MART-1-reactive T cells were over 60-75% of
CD8* cells for up to 100 days. In this treatment, how-
ever, adverse effects were severe and EB virus-related
lymphoma occurred in one patient.

11.2.5.2 Gene Therapy and Molecular
Targeting Therapy

Various kinds of gene therapy have been tried for
advanced melanoma [64]. However, significant clini-
cal response was not obtained in any these trials. We
tried gene therapy using expression plasmid of human
IFN-B gene encapsulated in cationic liposomes. The
liposomes were injected into the metastatic nodules
of melanoma. Effects of this gene therapy were lim-
ited [40].

Recently, genetic alterations in melanoma cells
have been precisely investigated and several activated
or inactivated genes were found [10, 60]. The mito-
gen-activated protein kinase (MAPK) signaling cas-
cade is activated in most melanoma cells {18, 67].
Clinical trials of molecular targeting therapy using
small molecules blocking this pathway have started
{25]. Bastian’s group recently found that oncogenic
mutations in KIT gene were detected in acral and
mucosal melanomas. The mutations and/or copy num-
ber increases of KIT gene were detected in 36% of
acral melanomas [17]. They suggested imatinib meth-
ylate, a protein kinase inhibitor, could be useful in the
treatment of acral melanoma with the KIT alterations,
which was recently confirmed in a case of rectal mela-
noma |[30].

11.2.6 Complications to Avoid

All the new treatment for patients with advanced mela-
noma must be carried out in a setting of the clinical
trial. Possible severe adverse effect must be seriously
considered before starting these trials.

Take Home Message

» Malignant melanoma is a curable disease if
is detected it in the earlier stages. All physi—'
cians should have knowledge about character-
istic clinical features of early melanom
Advancement in basic immunology and i
molecular biology will provide us with new.
diagnostic and therapeutic modalities for this:
lethal neoplasm in the near future.
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11.2.7 Global Variations

Malignant melanoma shows big racial ditference in the
proportion of the subtypes as well as in the incidence.
Ethnic variations in the melanoma subtypes may have
important significance in the management.

In Japan, the DAVFeron therapy is now routinely used
as an adjuvant therapy. It consists of combination che-
motherapy composed of dacarbazine (DTIC), nimustine
(ACNU), and vincristine (VCR) along with intracuta-
neous injection of IFN-B around the surgical scar of a

primary lesion. Melanoma patients at stage III (UICC,
1997) showed significantly higher 5-year survival rate
compared with historical controls [72]. However, evi-
dence level of this study is rather low and the effect must
be critically evaluated in a randomized trial.

Recently, an expert committee of Japanese investi-
gators has published clinical guidelines for the man-
agement of malignant melanoma. In the guidelines,
algorithm for management of cutaneous melanoma
was also proposed (Fig. 11.2.3). The full guidelines
are open on the web-site of the Japanese Dermatological
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Association (http://www.dermatol.or,jp/) and a sim-
plified version of the guidelines is seen on the web-
site of the Japan Society of Clinical Oncology (http:/
jsco.umin.ac jp/index-j.html). Japanese physicians
and Opatients with melanoma can get useful informa-
tion from the guidelines.

References

. Abbasi NR, Shaw HM, Rigel DS et al (2004) Early diagno-
sis of cutaneous melanoma: revisiting the ABCD criteria.
JAMA 292:2771-2776
. Ackerman AB (1980) Malignant melanoma: a unifying con-
cept. Hum Pathol 11:591-595
3. Ackerman AB, Cerroni L, Kerl H (1994) Pitfalls in histo-
pathologic diagnosis of malignant melanoma. Lea & Febiger,
Philadelphia. PA

4. Argenziano G, Fabbrocini G, Carhi P et al (1998)
Epiluminescence microscopy for the diagnosis of doubtful
melanocytic skin lesions: comparison of the ABCD rule of
dermatoscopy and a new seven-point checklist besed on pat-
tern analysis. Arch Dermatol 134:1563-1570

5. Argenziano G, Soyer HP, De Giorigi V etal (2000) Interactive

atlas of dermoscopy. EDRA, Milano
6. Argenziano G, Soyer HP, Chimenti S etal (2003) Dermoscopy
of pigmented skin lesions: results of a consensus meeting via
the Internet. J Am Acad Dermatol 48:679-93

7. Balch CM, Buzaid AC, Soong S-J et al (2001) Final version
of the American Joint Committee on Cancer staging system
for cutaneous melanoma. J Clin Oncol 19:3635-3648

8. Barnhill RL (2000) The spitzoid lesion: rethinking Spitz
tumors, atypical variants, ‘spitzoid melanoma’ and risk
assessment. Mod Pathol 19(suppl 2):521-33

. Bastian BC. Kashani-Sabet M, Hamm H (2000) Gene ampli-

fications characterize acral melanoma and permit the detec-

tion of occult tumor cells in the surrounding skin. Cancer

Res 60:1968-1973

Bittner M, Meltzer P, Chen Y et al (2000) Molecular classi-

fication of cutaneous malignant melanoma by gene expres-
sion profiling. Nature 406:536-540
11, Cerroni L (2005) A new perspective for Spitz tumors? Am
J Dermatopathol 27:366-367

12. Chapman PB. Einhorn LH. Meyers ML et al (1999) Phase
11T multicenter randomized trial of the Dartmouth regimen
versus dacarbazine in patients with metastatic melanoma.
J Clin Oncol 17:2745-2751

13. Clark WH Jr, Goldman L1, Mastrangelo MJ (1979) Human

malignant melanoma. Grune & Stratton, New York
14. Clark WH Jr. Elder DE, Van Horn M (1986) The biologic
forms of malignant melanoma. Hum Pathol 17:443-450

{5. Cochran AJ, Roberts AA, Saida T (2003) The place of lym-
phatic mapping and sentinel node biopsy in oncology. Int
J Clin Oncol 8:139-150

16. Curtin JA. Fridlyand J, Kageshita T et al (2005) Distinct sets

of genetic alterations in melanoma. N Engl J Med 353:

2135-2147

0]

Q

=)

10.

o

20.

27. Hasegawa ], Goto Y, Murata H, et al (2008) D

30.

3

33.

270

. Curtin JA, Busam K, Pinkel D et al (2006) So

. Davies H, Bignell GR, Cox C et al (2002

. Del Prete S, Maurer L, O’Donnell J et al (1984

. Eton O, Legha S, Bedikian A et al (2002) Se

. Elwood JM, Jopson J (1997) Melanoma and

3. Essner R, Lee JH, Wanek LA et al (2004)
24. Feldman ED, Pingpank JF, Alexander HR Jr (206

25. Flaherty KT. Brose M, Schuchter L, et al. (2

. Gill M, Cohen J, Renwick N et al (2004) Gene!

. Hodi FS, Mihm MC, Soiffer RJ (2003) Biologi

. Ishihara K, Saida T, Yamazaki A (2001) Updaté

. Jacquillat C, Khayat D, Banzet P et al (1990) Fis

. Kennedy C, ter Huume J, Berkhout M e

tion of KIT in distinct subtypes of melanoma.
24:4340-4346

BRAF gene in human cancer. Nature 417:94¢ :

chemotherapy with cisplatin, carmustine; d
tamoxifen in metastatic melanoma. Cancer.
1403-1405
Dudley ME, Wunderlich JR, Yang JC et al (20
cell transfer therapy following non-meyloabla
phodepleting chemotherapy for the treatment of,
refractory metastatic melanoma. J Clin Oncol 2

chemotherapy versus chemotherapy for mef
noma: results from a phase 11l randomized tri
20:2045-2052 ~

an overview of published studies. Int J Cancer:

surgical treatment of advanced-stage melanot
139:961-966

treatment options for patients with ocular me!
static to the liver. Ann Surg Oncol {1:290-297

trial of BAY43-9006, carboplatin and paclitaxe
preliminary antitumor activity in the expansi
patients with metastatic melanoma. ASCO Abs!

between Spitz nevus and spitzoid melanom
Cancer 101:2636-2640

melanogeneic paracrine cytokine linkages in hyp
palmoplantar skin. Pigment Cell Melano
687-699

cytotoxic  T-lymphocyte-associated antigen ¢
blockade in previously vaccinated metastatic mé
ovarian carcinoma patients. Proc Natl Acad Sci
47124717 :

data for malignant melanoma in Japan. Int J C
109-116
Hodi FS, Friedlander P, Corless CL, et al (2
response to imatinib mesylate in KIT-mutated me
Clin Oncol 26:2046-2051

the French multicenter phase 11 study of the nitro
mustine in 153 evaluable patients with dissemi
nant melanoma including patients with cerebral
Cancer 66:1873-1878

Melanocortin-{ receptor gene variants are assoct
increased risk for cutaneous melanoma whic
independent of skin type and hair color. J Inw
117:294-300
Khayat D, Coeffic D (2000) Chemotherapy an
munotherapy for metastatic malignant melan
and recent advances. Jpn J Cancer Chemother
238-247



1.2  Malignant Melanoma

631

34.

35.

36.

38.

39.

40.

<

4

43.

44.

45.

46.

47.

48.

49.

50.

Kirkwood IM, Strawderman MH, Ernstoff MS et al (2000)
Interferon alfa-2b adjuvant therapy of high-risk resected
cutaneous melanoma: the ECOG Trial EST 1684. J Clin
Oncol 14:7-17

Kirkwood JM, Ibrahim JG, Sondak VK et al (2000) High-
and low-dose interferon alfa-2b in high-risk melanoma: first
analysis of intergroup trial E1690/S9111/C9190. J Clin
Oncol 18:2444-2458

Koh HK, Michalik E, Sober AJ et al (1984) Lentigo maligna
melanoma has no better prognosis than other types of mela-
noma. J Clin Oncol 2:994-1001

. Lens MB, Dawes M, Goodacre T et al (2002) Excision mar-

gins in the treatment of primary cutaneous melanoma: a sys-
tematic review of randomized controlled trials comparing
narrow vs wide excision. Arch Surg 137:1101-1105
MacKie RM (2004) Malignant melanoma of the skin. In:
Burns T et al (eds) Textbook of dermatology, 7th edn.
Blackwell, Oxford, pp 3825-3839

Malvehy J, Puig S (2004) Dermoscopic patterns of benign
volar melanocytic lesions in patients with atypical mole syn-
drome. Arch Dermatol 140:538-544

Matsumoto K, Kubo H, Murata H, et al (2008) A pilot study
of human interferon beta gene therapy for patients with
advanced melanoma by in vivo transduction using cationic
liposomes. Jpn J Clin Oncol 38:849-856

. Mavligit GM, Charnsangavej.C, Carrasco CH et al (1988)

Regression of ocular melanoma metastatic to the liver after
hepatic arterial chemoembolization with cisplatin and poly-
vinyl sponge. JAMA 260:974-976

. Menzies SW, Ingvar C, Crotty K et al (1996) Frequency and

morphologic characteristics of invasive melanomas lacking
specific surface microscopic features. Arch Dermatol 132:
1178-1182

Meyskens FL, Farmer P, Fruehaut JP (2001) Redox regula-
tion in human melanocytes and melanoma. Pigment Cell
Res 14:148-154

Middleton MR, Grob JJ, Aaranson N et al (2000) Randomized
phase 111 study of temozolomide versus dacarbazine in the
treatment of patients with advanced metastatic malignant
melanoma. J Clin Oncol 18:158-166

Mones JH, Ackerman AB (2004) “Atypical” Spitz’s nevus,
“malignant” Spitz’s nevus, and “metastasizing” Spitz's
nevus: a critique in historical perspective of three congepts
flawed fatally. Am J Dermatopathol 26:310-333

Mori Y, Kondziolka D, Flickinger JC et al (1998) Stereotactic
radiosurgery for cerebral metastatic melanoma: factors
affecting local disease control and survival. Int J Radiat
Oncol Biol Phys 42:581-589

Morton DL, Wen DR, Wong JH et al (1992) Technical details
of intraoperative lymphatic mapping for early stage mela-
noma. Arch Surg 127:392-399

Morton DL, Thompson JF, Cochran AJ et al (2006) Sentinel-
node biopsy or nodal observation in melanoma. N Engl
] Med 355:1307-1317

Nagayama H, Sato K, Morishita M et al (2003) Results of a
phase I clinical study using autologous tumor lysate-pulsed
monocyte-derived mature dendritic cell vaccinations for
stage IV malignant melanoma patients combined with low
dose interleukin-2. Melanoma Res 13:521-530

Noro S, Yamamoto A, Yamazaki N et al (2003) Comparison
of the previous UICC-TNM classification (1997) and new

271

51,

52

54.

55.

56.

57

58.

59.

60.

<

61.

62.

66.

67.

68.

UICC-TNM classification (2002) for malignant melanoma:
analysis of 342 Japanese patients. Skin Cancer 18:214-220
(in Japanese)

Oguchi S, Saida T, Koganehira Y et al (1998) Characteristic
epiluminescent microscopic features of early malignant mel-
anoma on glabrous skin. Arch Dermatol 134:563-568
Paimer IS, Duffy DL, Box NF et al (2000) Melanocortin-1
receptor polymorphism and risk of melanoma: Is the asso-
ciation explained solely by pigmentation phenotype? Am
J Hum Genet 66:176-186

. Pehamberger H, Steiner A, Wolff K (1987) In vivo epilumi-

nescence microscopy of pigmented skin lesions. 1. pattern
analysis of pigmented skin lesions. ] Am Acad Dermatol 17:
571-583

Rate WR, Solin LJ, Turrisi AT (1988) Palliative radiotherapy
for metastatic malignant melanoma: brain metastases, bone
metastases, and spinal cord compression. Int J Radiat Oncol
Biol Phys 15:859-864

Robbins PF, Rosenberg SA (2003) Melanoma antigens and
their use as vaccines. In: Balch CM et al (eds) Cutaneous
melanoma, 4th edn. Quality Medical Publishing, St. Louis,
MO, pp 669-685

Roberts D, Crosby T (2003) Cutaneous melanoma. In:
Williams H et al (eds) Evidence-based dermatology. BMJ
Publishing, London, pp 301-315

. Rosenberg SA, Yang JC, Schwartzentruber DJ et al (2000)

Prospective randomized trial of the treatment of patients
with metastatic melanoma using chemotherapy with cispla-
tin, dacarbazine, and tamoxifen alone or in combination
with interleukin-2 and interferon alfa-2b. J Clin Oncol 17:
968~975

Saida T (2001) Recent advances in melanoma research.
J Dermatol Sci 26:1-13

Saida T (2005) Lessons learned from studies of the develop-
ment of early melanoma. IntJ Clin Oncol 10:371-374
Saida T (2007) Morphological and molecular uniqueness of
acral melanoma. Exp Rev Dermatol 2:125-131

Saida T, Oguchi S, Ishihara Y (1995) In vivo observation of
magnified features of pigmented lesions on volar skin using
video macroscope. Arch Dermatol 131:298-304

Saida T, Oguchi S, Miyazaki A (2002) Dermoscopy for acral
pigmented skin lesions. Clin Dermatol 20:279-285

. Saida T, Miyazaki A, Oguchi S et al (2004) Significance of

dermoscopic patterns in detecting malignant melanoma on
acral volar skin: a retrospective multicenter study in Japan.
Arch Dermatol 140:1233-1238

. Sotomayor MG, Yu H, Antonia S et al (2002) Advances

in gene therapy for malignant melanoma. Cancer Cont 9:
3948

. Stevens NG, Liff JM, Weiss NS (1990) Plantar melanoma: is

the incidence of melanoma of the sole of foot really higher
in blacks than whites? Int § Cancer 45:691-693

Stolz W, Reimann A, Cognetta AB et al (1994) ABCD rule
of dermatoscopy: a new practical method for early recogni-
tion of malignant melanoma. Eur J Dermatol 4:521-527
Takata M, Saida T (2006) Genetic alterations in melanocytic
tumors. J Dermatol Sci 43:1-10

Takata M, Lin J, Takayanagi S et al (2007) Genetic and
epigenelic alterations in the differential diagnosis of malig-
nant melanoma and spitzoid lesion. Br J Dermatol 156:
12871294



632

T. Saidd

69. van Dijk MC, Bernsen MR, Ruiter DJ (2005) Analysis of

70.

mutations in B-RAF, N-RAS., and H-RAS genes in the dif-
ferential diagnosis of Spitz nevus and spitzoid melanoma.
Am J Surg Pathol 29:1145~1151

Yamaguchi Y, ltami S, Watabe H et al (2004) Mesenchymal-
epithelial interactions in skin: increased expression of dick-
kopf | by palmoplantar fibroblasts inhibits melanocyte
growth and differentiation. J Cell Biol 165:275-285

272

71.

Yamaguchi Y, Passeron T, Watabe H et al (2007) The effects of
dickkopf I on gene expression and Wnt signaling by melano-
cytes: mechanisms underlying its suppression of melanocyte
function. J Invest Dermatol 127:1217-1225

. Yamamoto A, Ishihara K (1996) Clinical study of DAV + IFN-

beta therapy(combination adjuvant therapy with intravenous
DTIC, ACNU and VCR, and local injection of IFN-beta) for
malignant melanoma. Int J Immunother 12:73-78



Thomas Krieg
David R.Bickers
Yoshiki Miyachi (Eds.)

Therapy of Skin
Diseases

A Worldwide Perspective
on Therapeutic Approaches
and Their Molecular Basis

@ Springer

273



i

Prof. Thomas Krieg
Universititsklinikum Koln
Klinik und Poliklinik fiir
Dermatologie und Venerologie
Kerpener Str. 62

50924 Koln

Germany

thomas.krieg @uni-koeln.de

Prof. David R. Bickers

Prof. Yoshiki Miyachi

Kyoto University

Graduate School of Medicine
Dept. Dermatology &
Cutaneous Sciences

54 Kawahara-cho

Shogoin, Sakyo-ku

Kyoto 606-8507

Japan
ymiyachi@kuhp.kyoto-u.ac.jp

Columbia University

Medical Center

Dept. Dermatology

12th Floor, Herbert Irving Pavilion
161 Fort Washington Ave.

New York

NY 10032

USA

drb25@columbia.edu

ISBN: 978-3-540-78813-3 e-ISBN: 978-3-540-78814-0

DOL: 10.1007/978-3-540-788 14-0

Springer Heidelberg Dordrecht London New York

Library of Congress Control Number: 2009933266

© Springer-Verlag Berlin Heidetberg 2010

This work is subject to copyright. All rights are reserved. whether the whole or part of the material is
concerned, specifically the rights of translation, reprinting. reuse of illustrations. recitation, broadcasting,
reproduction on microfilm or in any other way, and storage in data banks. Duplication of this publication
or parts thereof is permitted only under the provisions of the German Copyright Law of September 9. 1965,
in its current version, and permission tor use must always be obtained from Springer. Violations are liable
to prosecution under the German Copyright Law.

The use of general descriptive names, registered names. trademarks. etc. in this publication does not imply.
even in the absence of a specific statement. that such names are exempt from the relevant protective laws
and regulations and therefore free for general use.

Product liability: The publishers cannot guarantee the accuracy of any information about dosage and appli-
cation contained in this book. In every individual case the user must check such information by consulting
the relevant literature.

Cover design: eStudio Calamar, Figueres/Berlin

Printed on acid-free paper

Springer is part of Springer Science+Business Media (www.springer.com)

274



B4 5 R E RS

(Rt -

WREEE)

WAERAL RS OER (FH8 - 58 EARO#RBIY
FOEDHITHET IR

(GrigmRE TREE - RRBIMERKE - 800

MARES

20064E\C IR & T S N/- RIS 2 AT 1 B o1 4, #ifE

FITLARMEOMIC, BEROARME/MNE ZRERNBAIN
. 2W BIRICE<DIET AR EIN, HLDOHEIIBNT
BRICAIZE BWRRICERSTWS, BEROMN. £ERIEHEIC
AT, PSMRZORIENHESNRESERIZLTWEZENS,
DRI RS ORARBKEIRDSNTHD, TOH2WR
BHRIIKREV, FPRE T HARWRBH E2 EHEF LU T20104F
EXEBEICZTOWRITEEERIT> TS,

A. WHRE®

BN AR B E B dIcEmL ., £
KB mEnEA XN, PIRBRIETE<D
BIZBWTHRRICHIE AWRRITE - T
W3, I5ICPSAMREZORIEN B8k
WMERIELTWDZENS, BERAIR
14 ORRBBEENRDENTHD., 2
0104EEXR 2 BEICTORITZ2ITO L%
B ET 5,

B. A&
BEASEHR MR L2881 RS
A AMAERIZBNT., EMREVHNWLEX
BRIERRERSI LR —E R S T
BIPGEETHEELTT O INRET
HEEEITS., BRI, AiEl, =
BIMERLZV 7RI T 2RHNWS T &
TESHOWEEZIMHBICERTE S,
(fREENOEE)
AL, XEERICEIHER XA LR
D, EOMmBICITEAL RN,

C. MHRmEE

1. MindsiB#RORINIIRBZEN 1 RS
1 >2006% H A EREFRXOPNSHE
TEDLIATLEER L,

2. BINEREEZHEA 1 RS 2 20064F
REFICER U BRERY 7 b7
SN XERA &R LR —&Er
5B D& 2 2 TR EZHE TR
BELTT P NRE LR,

3. FIRAA RS TR LY
ZHNY T AFa ERELUPSAKZ. PS
ABSRPRTL. LSk, BMER,. THE
EREOFHDFREERDEEEZTOT
w3,

4. NHERIIAFEZREE BRI
B L. HERZEIT > TWD,

D. #%&

B 3ERTPSARZORIE. L
Bk, BB EOFBIZINA TPSAEH
REPEMERICEOIET  ANER
SN, ZVZANI I AT a oDORERR
BLUNBEIZ/A 7, BEBERIZELT
13 B SRR EMESR & O FEEED,
FALFRER ST DNWTIHEF S LD
BHERVDLETDH D,

E. ¥

RISLIRBERS AT A B 51 220061, @
% 3EMOLH - BRICEBZLTLD
Rt TH 5T OERTRR M2 H2 b0
THY, 2010FEENICHETROTITAH
<KRDEND,

F. {EEREw
Bzl

G. W&
. BRXRE
sl
2. FoRE
WETEEP THEETIIREZL TR,

H. A8 EHEOHE - B&RR
(FEREZET. )

I R®drmus . 2l

2. ERERRHE L

3. FDM : Ja L

275




B4 @R E R R &
MFRBEE)

(hefE -

BABEAA BRI OER (HiR - BF) ERROHERBIT
ZOEVHICEET 205

(rHEPFZFEE  FIETA - KRR - #l¥EE)

MREE

HEEDTNWBEEZBTHD,

SHEFREETH S THEBBRESVABRAI SR
BRI OB L ¥k) BT 2R E2T o7z, HABBRFERIC
BIBHA RS AL, B (&R THNITU XL, 7LD
UXLICEOLSHA Ro1 U HBNE, BENEME(LD&EDE
BEEAHBELTHO, BEUNAROBERAA RS 200
Rantng, %3, RREOHA RS VICEALTHERFD
HARSA ERNRATHINS, FHEMRFMEKRCEELZRDE

A. WFFEEW
HABBEERICBTABABET IR
T4 RBREROBERICOWTKREL., £
OBREEASROREEHOED HFEHS M
L TWS ZEEHWET B,
B. WA E
OHAEBEERFRCBIT BB ET A
R4 ONHBHOBEREEET S, ON
BRI OREIC DV TR L., {$3RO N
HHIDED HICHT 2E8 %217,

(fa B m ~DELRE)

4,
C. MERRE

HABeEEEE UCIREBNRAZ
BNAEZERE EHICHA L, i
EERTHWEBLEDLBZEE2HNIC.
MR RS OERREEZZ
IR N 2N R ENKR T OHE
ZEE - HELTWD, SEMEKOY¥
Wbk E R R L. EMEEEEO
RBERT, DFE2OBALBHEIT RS
1 VIHMEEB A TORNERE-VAZ
HARIA &, F—LR—DEIIBN
T, 2% B 7HJUVXL, 7Hd
UXLIZEDL D HA RI1 L HHNE,
HENEBESCPDEOER2ELAEHAE
L. REZTHo>TWS, BEUBAFED
RN RS54 BRI NTVWSN,
HETH 2B AFEAEOREES
BWHA RSA CRVIT. EMREFHE
hEHEEZROD R SEFHEZEDTND
EZATHD, BRARBIEMER
DO L, IVARTIIBENI RS 1
WEEET, ANAE TR eI TH
59, INABTIRYZFART—ALR—
T ERNIndsicBNWTOARALNBEEINTE
D, INSOERICHT S, HL RS+
> DERR. webfbDZBOLED FHOEE
DEVHVBBETHLEEZ SN,

D. %8

HETH 2230 AFB L UOEMERT A
RoA > ORRRICELT. HL RSN
FHELURBRWINAREEweblb SN TN
ISAREIZH U T, fERR. weblb B D&
BEENHO, YUHERE O DEEI W
ETHDEEZIOGNE, TTIZweblban
TWBINARETIE. 74—~y hOEWN
VDREEEZSTED, HBREHK Ik
HARIADTH =<y FNIPRBETH S
LEZ SN,
E. #&& :
HiRdHA BRI o ONBRICHEGT, #E
Bowelb D8, HOIBREHK—INH
ARSADT+—< v bDORLEHICRE
Ihiz,
F. HEEBRER

MECEHRL,
G. RERE

. B®XR%E

g

2. FRE

AN

H. MM EHEOHE - B&RR
(FEZESD. )

. RiFEUe

SSEGE PSR

2. ERAFERE

R EHIZ L.

3. FOHh

R EHI L,

276




B BRER AR &
(D HEPTRREE)

MABFHA RS O OER (Fifl - B5) EOHOBERBIT
TOEDHITHT BHF%
—BHREREBE A RS1 2 REDOHA RS A VAT L—

(OHERE WEEST - BB AL Y — P RAFERBARIERT - BR)

MAEE

RVEDHA RS5A VEBREERIIL > THERINTWDS, Bk
TRHEDEIBRMEBNHA RS5A D EER L TVENEREBELRME
LHEL, BRTOHA RI1 AMERDO—IERE L7z, National G
uideline Clearinghouse%{#fd LRadiotherapy® 931 K51 > DIE
BREEERHE L., ROVBEORESICHUT 2B TO/ERD Radiothe
rapy guideline 4073 ¥E £ % HDTW/=AY, State/local gov
ernment agency (US). State/local government agency (non-US). N
ational government (non-US) &WoHEF/- ML HBENEET S
HETOERD% 2 EHD TV, BETOHA RIA AERIIBRN
E & FRICEEFAEVNEARE B> TERINTNWSA, Fica—ovy
NTIHEE A BBRENEST 2B RS0 AERICED

STNWB I ENbhol,

A. BEEW
BVBEOHA RS IH/EEER
ko TERINTWS, BREKTIEE
DEDBEENH A RI1 2 2ERL
TP ERBELBVEELEL., B
§T®ﬁ4F54>¢&®~%é&ﬁ
3,
B. AL
*HEAgency for Healthcare Researc
h and Quality (AHRQ), U.S. Departme
nt of Health and Human ServicesTid
National Guideline Clearinghouse&
WHF—FR—ZEERUEELTH
%, By S THB TER S N/zevidenc
e-basedDH A1 RF1 > &K23005E0DT
ws, RE. BE. LEOBEEZHEL
T, SR ZOF—FR—AiIzk
DHUHBIERBEGBO N1 RS1 R
?xﬁmﬁﬁfwméhrméﬁéﬁ
ML,
(RERAORE) FHRTIIBEEH DN
H—EmRAmEZ2SET 2 REEE
LTWialy,
C. WFFRsE
B AETAnalytical, Diagnostic and T
herapeutic Techniques and Equipment 21
14H1 RS54 D> BTherapeuticsid1423
TZD > bRadiotherapyld 931 RS54 >
TH-o7=. WiRidBrachytherapy ;22 . C
ranial Irradiation; 3 . Lymphatic Irr
adiation ; 1 . Radiosurgery ; 14,
Radiotherapy Dosage ; 1 .

Radiotherapy, Adjuvant ; 71 . Radioth
erapy, Computer-Assisted ; 1 Whole-Bo
dy Irradiation ; 1 TdHhorl.

HA RS AER/FPIBEERIDisease spe
cific society 13. Medical specialty so
ciety 44, Professional association 11
. Private nonprofit organization 1.
State/local government agency (US) 1.
State/local government agency (non-US)
14, National government (non-US) 9TdH
-7-, State/local government agency (n
on-US). National government (non-US) I
HF¥., BRNTH o7,

D. EE/&#H

Disease specific society. Medical spec
ialty society. Professional associatio
1E VI BRPEORERIZTHYUT B TO
¥EpA%Radiotherapy guideline £4ADT3
& B¥ A HD TN, State/local gov
ernment agency (US). State/local gover
nment agency (non-US). National govern
ment (non-US) & W EE - I3HA HIBH
NG T 2B TOERDLXZE LHD TN
72 BRAERTOHA BIA AMERIBVEE
Bk ICEZEENER E > TERSINT
WAN, Fiza—av/NTIREEZI3MA
BIEHENEEST 208D 1 R4 AEK
b TWhWa I ENbh o,

277




R4S P FET B MBI &
(BFE - MRBEE)

BAEBRAA BRI OER (FiR - BH) SAMOMERBIT
ZTOEDHICET %

(FFHEFAE HH A - AURER RFEAREE R - A&BD

WREE  ESMO. STARTIESAZ#EICEL 2HMEMNSHERIN
L%MEAETH D, NICEB L OSIGNE, BUffBlE S L < Bk po g
WA H DHEHBTH 5, ESMO. STARTIZDS A2 REME 23t
HELTHY. NICE. SINBEMEDADOEREZHHRE L TN
7o WHBROBEWE, H1T RS OERBZEOER. 372,
WETOREICRIREINTEY., TNFNOREDOH 1 RS .
BEEEL TV DO EEbNE. EBICBNTIE. 1 R512
YEpklE, BEMEHHAICE > TORTONTWEH, AENARY
4 MMZDWTI, BEEREES, Minds, ABEEMEE Y —
CEREET S, 5% FHROBSICEDE, S BER
HEEN - LT HESIDMHFEERFL TN REELEZLS

nd.

A. HIRBEW

BRMNIZB T 2BABERTL R51 2D
RENROEHREREL., FHOHA RS
A MNERERBDIED FITDNWT, ERT
5Z+LEEHMNET B,

B. WFFA %

ESMO(European Society of Medical
Oncology), NICE (National Institute
for Health and Clinical Excellence, E
ngland and Wales), SIGN(Scottish Int
ercollegiate Guidelines Network), STA
RT (State of the Art Oncology in Eur
ope, Italy) DAHERDIERT 2 H1 Fo1
HERBIUORBROBERIZDOWTREIL

7z,

(fR B~ OB RE)

Zrel
C. WFFeksHR

I ERREAR DA

ESMO. STARTIZD A ZiICMb 2 HME
MEBRINDIFMEARTH Y. NICEBR XK
OASIGNYE., BURFBEELS U < B BUN R
FeHhMERBTH S, HT I
ERRIL, EEI X PBLOEREHEICET
AEENEEZ SIS WERHGTH S
ZEMEEL WA, NICE, SIGNIZH A1 KT
A ANERIZBWTEEN S OMILEN Rz
NTWaEFEMEIN TS,

2. ERZBERXORER

ESMO. STARTIZ. A ZRICEL 2HMK
DAL > THEREZEEVEBREINTNWSD
{Zx L. NICE., SIGNIX. EMIxROMIzY —
Ty )VI—h—, HA RSA AMERDOHE
ROHEME., BHEHBEOREFLREEERSE
LA TS, ESMO. STARTO K R
FA ORNBEVBAZEOEMETHD.,

NICE. SIGNIZ, BAZBREMRUNDEYR
HEDBHBELTWBZERZERTAEA
bid. WTHOHBOIEREZER2ITHE
RBLOEZEOR#EFIISENTHAN,
3. EROF L

NICE. SIGNIZREEHI/n (iR (Systen
atic review) DOEBEW/IZTFRETHERL
TWADIZx L. ESMO. STARTIZER &/
SIRWFETERINTWS, H1 RS54
CAERR O A Fim DEME &R INZ
TWVAMITEBENEEZEZLSND, WTH
DFBBERBRICL D RS T hOERE
. BIBOFME V. BFRHILEREE
TRBEL T3,
4. A1 Ro1 R

ESMO. NICE. SIGN. STARTWEFHhaoH-1 B
T4 HTFAMERNELL, ZUZhN
7 LAF a RSP n, £ BT
VU XLEZEBBBLTWAHAL RS20
75 < . XEROIBRO B THRELLDGEDH
ARVAY AN
b. HA RoA A

B EOKEARTORRAGH DM,
=%y P EORBBERTHD ., ¥
A EREETAIHEAE. Yooo—RT
D EDUEEE IR TS, WTHhDOHA
RIA2ONAT— Rl EDT 7t A
[Rid7a <, mMECHETREE > TWVS,
T DM, SHBOLE T DEHRBRTON

BITo> TS, NFHOMRII, ESMOLSTA
TN R TH D, NICEESIGNITFE Iz %
THb.

278




6. HA1RS1 2 DO%ET
XEROBRBEEHONCTIZ&ILD,
HARSA D ORET2{To> TS, ESMO&
STARTIZ 454, NICEESIGNII2E®ICT - T
b)60
1. HARSA &3 7D M LD
ESMO. NICE. SIGNiZ. HA Bo1 ik
LBEPIVEAETTY Y M LD
F-oTWAEMN, STARTTIEfr> TWhizh-o
7z
8. FEMK DI
FIRM BT 28081, NICE, SIGNT
BB S, ESMOII2001E L DT T
W3, STARTIZEEL Tid, frhbhThian

D. &%

BRMIC BT B HA RoA ik, FilE&
(ESMO, START) & B(AFBgEima% (NICE. SI
GN) &> THERINTHY. ThEhs
BMEELTWD, FMEAGOERTIHA
RSA d, BNABEOEMERTHD, 1E
REAEbLThZ2RBLTEEHEOREE
REEEDTIZEMROATHERINTY
T=o —7F. BUFBEAMIL. FEMROMIC
V= v VT —H—., HA BIA AERD
HEROEME, BERAGOREBLREEE
BREBRICIAZ TWS, NICE. SIGNIE. A
PHREMEDIAZ DB LELTHED, &0
BRLOT L, EFHNLHARSA 2 2H
BLLTWabnEEbhd, oM. NIC
E. SIGNOH A BS5-1 3, RENSHRRR
DEBICETOVTHERS L, BEIA D,
7O NhHLAOFEM. RBRHKIIDOWTOR
BixE, HARIA CERINLHHEN
EENTBY, HA1 RIA AERDH KR
DEMREZERBEICMATNIRRELE
b s, ESMO. STARTOH A RS54 ik, B
NEREMEZRIRELTNDEIENBX
MORBEBERTLTH Y, NICE. SIN
DUEFITHART, TOHEIREN, T
. MAREREMEENKRE LA RIA
CTHBIENS, FOBFOIET VX
ZRFICBERL, HRREEEB IRD¥N
H&OBRICEIW 260 EEZ 515,
Lo T, FREFENOHA R4 0%
HEFMTHOTIE RS, ERERE TR
L bT HARSAVERIRTHIEMN
HETHDEEDND,
ERICPBNWTHE/HEIN TSRS
420, BEPAEOEMEMEEICE ST
HERINTED., AEMICEREICEIED
DOEEICB®REINTBD., FHERNLH
ARSIAERSTND, LALRENS,
EFEIAAMIDODWTORR. 7T MHLD
i, FIRHEROLRRREVBEINTY
BEWREVWHAHBOBETHAD. £k
HARSA S OUERTOREENS 4F &1
STHD, BHEOHERORUMNEENTH
LEREEZ S EEM0. STARTO L D124
FEOXRBIZE 2 —HEGETHBEL 2o
TLBTHA9,

HABRSA AERENBRICKHEEINDE

SEIVBARICE - T, FHEEOH, 1
HELDOH, ThESDHEER>THOR
2TH5D, ZBTH, —DONRABEIZDN
T—DODHARSA L EVWIEHREEZD
&, MEDWEL, EMEIE>THERAT
H0, BEMPBROBNEHEEELTA RS
A WNERINDZIHBDEBDONDS, TD/
DI, HA1 RS AEROMAIM 2 #HEE
Lz BT, BMESICE 3 —HBIRICE S
B EMEMEIC L BERPEE LD E
Bbno.

EHRTORAVERHA RO 2F
—%v b EONBII. SEMEHREROF
— AR—T O[T, BENARYT LT
HABISRFES, Minds. BAXEFHt
H—TIbh T3, RMNOBERICHEEX
3. BARBREREISABEEMERT
DA T, MindsB L OB AERNRHE
Yoy —it. —RERKEBLICEBEERTO
aAVFIVERD, 5% EEMEHH
hEZNSAERNNRY FE2bDOING
SR EEEZRD ., ThTho®
BICEOVWEEBREI DN EERFLT
WS REEEDONS,

E. &

HA B4, BREMRIZE ST,
NAEBLUBEAENRE->T2HD L
Bbha, ULzWoT, EFM¥HNEE. B
RETEFS, Minds, BAXMNEBERE >
S —NEELEEER - LT, FEHD
NRAEERFL TWIREEEZOSND
. . HA RSA VIERICANESRD
B & o B EIc BT, BERNART
WS T TICHIEREREIN TS Z L
NEETHD, 5%, HREZHELT, B
R SHEOEBHEEZREBLTNWEL
2 '
F. @EaRES

SHEFEREEICITIEATTIC. B

MARREZICELEDTREA
G. BrRsE
1. RXHE

AQW

2. FRER

(@D Tomohisa Furuhata + NCCN-JSCO join
t symposium - Endeavors of theJSCO
to Develop and Present Clinical
Practice Guidelines in Oncology -
HATEIH BB ARBEFRER

H. A8 EHEOHE - F&RN

(FEZST. )

B VAN

279




HERIE

YURID LG

E5815(411+412) [17:10~19:00]
HEEXERERAR/ TS50V AZ20 54 VBRAL/ BREREHR A/ KAAERRERIAH/

J V54 2T 7 =BG/ 1A TIVERBRAL/ 77 - a4/ 04 2lkat

S$54-1 Urology and Andrology, Medical Sciences, University of Tsukuba, Japan ~ Hideyuki Akaza
584-2 NCCN
854-3 Department of Surgery, Sapporo Medical College, Japan ~ Tomohisa Furuhata
5584-4 Department of Urology, Iwate Medical University, School of Medicine, Japan ~ Tomoaki Fujioka
SS4-5 . NCCN-Asia(Hong Kong) Eric Tan
$84-6 National Taiwan University, College of Medicine, Cancer Research Center, Taiwan Ming-Kuen Lai

SS4-7 Urology, Hamamatsu University School of Medicine, Japan  Seiichiro Ozono

280




