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IMPORTANCE Lentigo maligna (LM) presents an invasive component in up to 20% of biopsied
cases, but to date the histologic features useful in detecting this invasive component have
not been described. Some histologic characteristics are hypothesized to contribute to the
progression of LM invasion.

OBJECTIVE To identify the histologic characteristics associated with lentigo maligna
melanoma (LMM) in patients with LM diagnosed by a partial diagnostic biopsy.

DESIGN, SETTING, AND PARTICIPANTS A retrospective cross-sectional study of patients
treated between January 1, 2000, and December 31, 2017, was conducted in a referral
oncology center in València, Spain. Data and specimens of patients (n = 96) with a diagnosis
of primary cutaneous melanoma in the form of either LM or LMM who had undergone
surgical treatment, a complete histologic examination of the whole tumor, and an initial
diagnostic partial biopsy of LM were included in the study. Histologic assessment was blinded
to the presence of an invasive component.

INTERVENTIONS All biopsy specimens were evaluated for the presence of certain histologic
characteristics.

MAIN OUTCOMES AND MEASURES Comparisons between invasive samples and samples
without an invasive component were performed. The differences in the distribution of
variables between the groups were assessed using the χ2 and Fisher exact tests, and the
degree of association of the relevant variables was quantified by logistic regression models.
A classification and regression tree analysis was performed to rank the variables by
importance.

RESULTS In total, 96 patients had sufficient histologic material that could be evaluated.
The patients were predominantly male (56 [58.3%]) and had a mean (SD) age at diagnosis
of 72 (12) years. Of these patients, 63 (65.6%) had an LM diagnosis and 33 (34.4%) had an
LMM diagnosis (an invasive component). The histologic variables associated with the
presence of an invasive component were melanocytes forming rows (odds ratio [OR], 11.5;
95% CI, 1.4-94.1; P = .02), subepidermal clefts (OR, 2.8; 95% CI, 1.0-7.9; P = .049), nests
(OR, 3.0; 95% CI, 1.1-8.6; P = .04), and a lesser degree of solar elastosis (OR, 0.4; 95% CI,
0.1-1.1; P = .07). A classification and regression tree analysis of the relevant histologic features
was able to accurately identify lentigo maligna with an invasive component (LMM) in more
than 60% of patients.

CONCLUSIONS AND RELEVANCE These findings may be useful in classifying early LM
specimens at higher risk of invasion, which may eventually be relevant in identifying
the most appropriate management for LM.
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C utaneous melanoma is a malignant tumor developed
from the melanocytes of the epithelium of the skin and
its appendages. It accounts for 3% of all cancers, and it

is responsible for 80% of deaths from skin cancer worldwide.1

Lentigo maligna (LM) or lentigo maligna melanoma (LMM) is
one of the classic clinicopathological types of melanoma. This
type of melanoma has a long-standing in situ radial growth
phase, accounting for 80% of all in situ melanomas in white
populations.2

If untreated, LM can become invasive (LMM). Invasion oc-
curs in 5% to 50% of LM, although the actual risk for progres-
sion remains unknown.3 Lentigo maligna melanoma repre-
sents 4% to 15% of all invasive cutaneous melanomas.4 It has
the same prognosis as the other invasive melanoma types when
adjusted for common prognostic factors, such as Breslow thick-
ness, ulceration, or tumor mitotic rate.5 Patients with inva-
sive lesions may require more complex management with sen-
tinel lymph node examination and wider excision.

Lentigo maligna develops on chronic sun-damaged skin
and most often in older adults between 65 and 80 years of
age.6-8 Therefore, LM appears more frequently on sites chroni-
cally exposed to the sun, mostly on the head9 and particu-
larly on the cheeks in women and the scalp or the nose in
men.10 To a lesser extent, it can develop on the upper back and
on the dorsum of the forearm.11

Clinically, LM presents as an irregularly pigmented and
shaped macule that grows slowly for months or years. The ap-
pearance of a plaque or nodule, which can happen at any time
during its evolution, indicates dermal invasion or the devel-
opment of a desmoplastic melanoma.12 Histologically, LM is
characterized by a basal irregular proliferation of atypical me-
lanocytes (not equidistant to one another), with scarce pag-
etoid spread, constant adnexal involvement, poorly defined
borders, and a variable degree of solar elastosis.6,12,13 Cyto-
logically, 2 patterns are distinguished: the first is a continu-
ous proliferation of uniformly atypical nevoid to epithelioid
melanocytes along the dermoepidermal junction, and the sec-
ond is a tendency toward nest formation.6

Previous studies suggest that certain histologic findings
might indicate sequential phases of LM evolution from the time
of tumor onset to the final in situ stage before the tumor pen-
etrates the dermis.12,13 Initially, subtle changes are found, with
epidermal atypical melanocytes distributed at an unequal dis-
tance above a dermis with solar elastosis. After these subtle
changes, melanocytes increase in number and become more
spindled. Subsequently, they appear irregularly distributed
along the basal membrane and occasionally are confluent,
forming rows and involving the adnexal epithelia. In more ad-
vanced stages, melanocytes can aggregate and form nests.13,14

To our knowledge, this hypothetical histologic evolution has
not been previously evaluated.13

Because LM can eventually invade and evolve into LMM,
the treatment of choice is a surgical procedure, preferably one
that allows complete margin assessment such as slow Mohs.15

However, the lesion characteristics, such as anatomic loca-
tion, and the patient performance status may preclude the op-
eration, and nonsurgical treatments (imiquimod or radio-
therapy) or even surveillance16,17 may be advised. In cases in

which a nonsurgical approach is considered, ruling out the pres-
ence of an invasive component is crucial.

Thusfar,thepresenceofaninvasivecomponenthasnotbeen
detected when an initial diagnosis of LM is made by a partial bi-
opsy,afindingthatoccursinamaximumof20%ofsuchlesions.18

We hypothesize that certain histologic features found in partial
diagnostic biopsies are associated with an invasive component
in the whole lesion. In this study, we aimed to identify the his-
tologic characteristics associated with LMM in a series of 96 pa-
tients with LM diagnosed by a partial diagnostic biopsy.

Methods
This retrospective cross-sectional study was approved by the
internal review board of the Instituto Valenciano de On-
cología in València, Spain. Verbal informed consent was ob-
tained from all patients who were alive at the time of the study.

Patient data were obtained from the melanoma database
of the Instituto Valenciano de Oncología, an oncology center
in which patients with cancer are diagnosed and treated; spe-
cifically, the department of dermatology at the center is a re-
ferral unit for melanoma management and Mohs surgery in the
Valencia region. For the purpose of this study, we selected pa-
tients with a diagnosis of primary cutaneous melanoma in the
form of either LM or LMM who had undergone surgical treat-
ment, a complete histologic examination of the whole tumor,
and an initial diagnostic partial biopsy of LM between Janu-
ary 1, 2000, and December 31, 2017. This initial diagnostic par-
tial biopsy is commonly done by deep shave biopsy (saucer-
ization) or, to a lesser extent, by incisional biopsy. We included
for review only those specimens with adequate available his-
tologic material, which allowed the assessment of both the tu-
mor area and surrounding healthy skin in the partial biopsy.
Recurrent tumors were excluded.

Sequential conventional sectioning of the samples was per-
formed, and all of the slides were reviewed independently by
2 dermatopathologists (O.S and V.T.), who were blinded to the
presence or absence of an invasive component. The level of
agreement between the observers varied, ranging from κ = 0.4
to κ = 0.8 (eTable in the Supplement). All discrepancies in the

Key Points
Question Which histologic features in lentigo maligna diagnosed
by an incisional partial biopsy are associated with an invasive
component?

Findings In this cross-sectional study of 96 patients with a lentigo
maligna or lentigo maligna melanoma diagnosis, the presence of
melanocytes arranged in rows, subepidermal clefts, nests, and a
decreased degree of solar elastosis was associated with an invasive
component.

Meaning In patients with lentigo maligna diagnosed through an
incisional biopsy and who are candidates for nonsurgical
management, knowledge of the condition’s histologic
characteristics may help in identifying the most appropriate
management.
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readings were resolved after a conjunct review of all cases in
which an agreement on the final value for each variable for the
analysis was reached.

Two patient groups were defined for the study: those with
an LM diagnosis and those with an LMM diagnosis. The LM di-
agnosis was defined according to previously described
characteristics,12 including an increased number of atypical and
enlarged melanocytes irregularly disposed along the basal layer
of the epidermis, with occasional agglomeration in files, and
involvement of the adnexal epithelia, overlying a dermis with
at least moderate solar elastosis. Cases with a predominance
of smaller cells and with an absence of solar elastosis or pres-
ence of only single elastic fibers were considered as having a
lentiginous pattern of superficial spreading melanomas and
were, therefore, excluded.

To evaluate all characteristics, we collected histologic vari-
ables after revision of the original slides of those specimens with
sufficient material. For each specimen of the diagnostic partial
biopsy, we assessed the following features: pagetoid extension
(none or rare, <25%, 25%-50%, or >50% of intraepidermal me-
lanocytes), nest formation (none or rare, <25%, 25%-50%, or
>50% of intraepidermal cells), solar elastosis in surrounding
healthy skin (classified as chronic sun damage [CSD] or non-CSD
according to previously described criteria19]), epidermal contour
(atrophic, thinned, normal, thickened, or hyperplastic), lateral
circumscription (discontinuous, gradual but continuous, or
abrupt), melanocyte confluence along the junction that forms
rows (yes or no), extensive or deep involvement of adnexal epi-
thelium (yes or no), presence of multinucleated melanocytes (yes
or no), presence of melanophages (yes or no), and presence of
subepidermal clefts. The descriptions of these features are de-
tailed in the eAppendix in the Supplement. For epidemiologic
variables, we included age (categorized into 2 groups), sex (male
or female), and anatomic location of the melanoma (head and
neck or other locations).

Because of the recent changes to the World Health Orga-
nization classification of skin tumors, in which cases with a
lentiginous pattern and with low levels of solar elastosis (non-
CSD) are included in the general category of low-CSD mela-

noma (superficial spreading melanomas), we decided to re-
peat our analyses. We included only the cases with a CSD degree
of solar elastosis as a post hoc analysis.

Statistical Analysis
The differences in the distributions of the variables were as-
sessed using the χ2 and Fisher exact tests. Only 2-sided P < .05
were considered statistically significant. We used univariable
and multivariable logistic regression models to calculate the
odds ratios (ORs) and 95% CIs, which were used as measures
of the association between the most important variables and
the presence of an invasive component. Only variables with a
P < .10 in the univariable model were included in the multi-
variable analyses. Furthermore, a classification and regres-
sion tree analysis was performed to arrange in order of impor-
tance the associations between the relevant variables and the
presence of an invasive component. All analyses were carried
out with the IBM SPSS, version 20.0 statistical software pack-
age (IBM).

Results
Of the 1889 patients recruited, 266 (14.0%) had an LM or LMM
diagnosis. Of these 266 patients, 96 (36.1%) had sufficient his-
tologic material that could be evaluated for the proposed fea-
tures in the histologic study. The study group included 56 male
patients (58.3%) and had a mean (SD) age at diagnosis of 72 (12)
years. In total, 63 patients (65.6%) had an LM diagnosis and
33 (34.4%) had an LMM diagnosis (Figure 1).

The face or scalp was the most common site of presenta-
tion (23 [69.7%]), and a histologic pattern of chronic sun ex-
posure was predominant (76% [73 of 96]) (Table 1). Further-
more, when the clinical and histologic features were compared
between LM and LMM, we found that subepidermal clefts (OR,
2.8; 95% CI, 1.0-7.9; P = .049), melanocytes forming rows (OR,
11.5; 95% CI, 1.4-94.1; P = .02) or nests (OR, 3.0; 95% CI, 1.1-
8.6; P = .04), and a non-CSD degree of elastosis (OR for CSD,
0.4; 95% CI, 0.1-1.1; P = .07) were statistically significantly as-
sociated with the presence of an invasive component (Table 2).

Accordingly, we observed that melanocytes forming rows
were more frequently present in LMM samples than in LM
samples (97% vs 63.5%; P < .001); only 1 patient (3.0%) with
LMM did not present this feature. In addition, the presence of
subepidermal clefts was more frequently associated with an
invasive component compared with in situ stage (16 [48.5%]
vs 13 [20.6%]; P = .005), and the presence of at least 25% of
the intraepidermal melanocytes arranged in nests was more
frequent in LMM than in LM (16 [48.5%] vs 11 [17.5%]; P = .001).
Lesions with an invasive component had solar elastosis in non-
CSD degree more frequently than those with LM (12 [36.4%]
vs 11 [17.5%]; P = .04) (Table 1). All of these variables were in-
cluded in the final multivariate regression model (Table 2). No
statistically significant differences were found in the remain-
ing variables (age, sex, previous history of sun exposure, pres-
ence of melanophages, pagetoid extension, extent of adnexal
implication, multinucleated melanocytes, and epidermal thick-
ness) between the LM and LMM groups.

Figure 1. Flow Diagram of Patient Selection Process

82 Excluded for other histologic subtypes
48 Primary unknown melanoma
34 Noncutaneous melanoma

170 Excluded
104 Inadequate sample
66 No tissue sample

63 Had LM 33 Had LMM

96 Selected

266 Included

1889 Patients recruited

LM indicates lentigo maligna; LMM, lentigo maligna melanoma.
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When we performed the classification and regression tree
analysis (Figure 2), we found that the most relevant variable
associated with invasion was melanocytes forming rows. The
second most important variable highlighted by the classifica-

tion and regression tree analysis was the subepidermal clefts.
In the absence of both variables, the presence of 25% or more
melanocytes forming nests located in the epidermis was the
most relevant. In repeating our analyses to include only the

Table 1. Characteristics of Study Variables

Variable

No. (%)

P Value
Total
(N = 96)

LM or In Situ
(N = 63)

LMM or Invasive
(N = 33)

Age at diagnosis, mean (SD), y 72 (12) 70 (11) 72 (13) .29

<70 42 (43.8) 30 (47.6) 12 (36.4)

≥70 54 (56.2) 33 (52.4) 21 (63.6)

Sex .23

Male 56 (58.3) 34 (54.0) 22 (58.3)

Female 40 (41.7) 29 (46.0) 11 (41.7)

Location .29

Face or scalp 73 (76.0) 50 (79.4) 23 (69.7)

Other 23 (24.0) 13 (20.6) 10 (30.3)

Solar elastosis degreea .04

Non-CSD 23 (24.0) 11 (17.5) 12 (36.4)

CSD 73 (76.0) 52 (82.5) 21 (63.6)

Pagetoid extension .74

No 31 (32.3) 21 (33.3) 10 (32.3)

<50% 50 (52.1) 32 (50.8) 18 (52.1)

50% 13 (13.5) 8 (12.7) 5 (13.5)

>50% 2 (2.1) 2 (3.2) 0 (2.1)

Nests formation .002

No 29 (30.2) 23 (36.5) 6 (18.2)

<25% 40 (41.7) 29 (46.0) 11 (33.3)

25%-50% 16 (16.7) 9 (14.3) 7 (21.2)

>50% 11 (11.5) 2 (3.2) 9 (27.3)

Nests 2 categories .001

No, <25% 69 (71.9) 52 (82.5) 17 (51.5)

≥25% 27 (28.1) 11 (17.5) 16 (48.5)

Epidermal contour .99

Atrophic 11 (11.5) 7 (11.1) 4 (12.1)

Thinned 21 (21.9) 13 (20.6) 8 (24.2)

Normal 35 (36.5) 23 (36.5) 12 (36.4)

Thickened 12 (12.5) 8 (12.7) 4 (12.1)

Hyperplastic 17 (17.7) 12 (19.0) 5 (15.2)

Melanocytes forming rows <.001

No 24 (25.0) 23 (36.5) 1 (3.0)

Yes 72 (75.0) 40 (63.5) 32 (97.0)

Extensive adnexal epithelium involvement .26

No 77 (80.2) 53 (84.1) 24 (80.2)

Yes 19 (19.8) 10 (15.9) 9 (19.8)

Multinucleated melanocytes .23

No 85 (88.5) 54 (85.7) 31 (93.9)

Yes 11 (11.5) 9 (14.3) 2 (6.1)

Melanophages .25

No 21 (21.9) 16 (25.4) 5 (15.2)

Yes 75 (78.1) 47 (74.6) 28 (84.8)

Subepidermal clefts .005

No 67 (69.8) 50 (79.4) 17 (51.5)

Yes 29 (30.2) 13 (20.6) 16 (48.5)

Abbreviations: CSD, chronic sun
damage; LM, lentigo maligna;
LMM, lentigo maligna melanoma.
a Solar elastosis in CSD degree

according to previously described
criteria.17
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73 cases with a CSD degree of solar elastosis in a post hoc analy-
sis, we found that melanocytes forming rows (OR, 8.0; 95% CI,
1.0-9.8) and 25% or more melanocytes forming nests (OR, 3.1;
95% CI, 1.0-67.0) were associated with LMM.

Discussion
In this study, we observed that melanocytes forming rows,
nests, subepidermal clefts, and a lesser degree of elastosis were
all statistically significant histologic features, found in a par-
tial biopsy of LM lesions, frequently associated with an inva-
sive component (Figure 2). The first 3 findings may reflect an
increased proliferative process in which melanocytes in the
dermal-epidermal junction are abundant.

To our knowledge, no previous studies have evaluated
whether the histologic findings of a partial biopsy of a clini-
cally suspicious LM are associated with the presence of an in-
vasive component. Massi and LeBoit12 describe the presence
of melanocyte nests in LM as a previous step for invasion, al-
though this description is based on the experience of those au-
thors rather than on published studies. In the current study,
the presence of nests (specifically when they formed 25% or
more of the intraepidermal melanocyte component) was
statistically significantly associated with the presence of an
invasive component, although this association was most

valuable in the cases of melanocytes forming rows without sub-
epidermal clefts (Figure 3).

Although no consistent criteria for distinguishing the evo-
lutionary stages between LM and LMM have been proposed,
the association of melanocytes forming rows, nests, and sub-
epidermal clefts with the presence of an invasive component
suggests that these histologic characteristics are probably as-
sociated with increased melanocytic proliferation, which rep-
resents a previous step of the invasive phase of LMM. Like-
wise, the association between a lesser degree of elastosis and
an invasive component suggests that the peritumoral stroma
could play a role in LM progression. Alternatively, this asso-
ciation may be because of a different mutational profile, which
justifies the most recent inclusion of non-CSD melanomas with
a lentiginous pattern of growing within superficial spreading
melanomas.6 Aside from the degree of solar elastosis, subtle
differences (such as a predominance of smaller cells) are de-
scribed to differentiate those cases from LM.6 In the current
study, when repeating the analysis but excluding non-CSD
lesions, all the same histologic characteristics remained sta-
tistically significantly associated with the presence of an in-
vasive component.

When LM is diagnosed through a partial biopsy, com-
plete excision of the tumor and its posterior histopathologi-
cal analysis will indicate the presence of an invasive compo-
nent in up to 20% of cases.18 This fact can offer 1 explanation,
among others, for the subsequent development of LMM in pa-
tients with a previous diagnosis of LM who underwent non-
surgical treatment (eg, topical imiquimod).20 In daily clinical
practice, some patients are not candidates for surgical treat-
ment, owing to their physical status and/or the location of their
tumor. For these patients, a nonsurgical approach is selected
(eg, imiquimod, radiotherapy, even clinical follow-up).17,21 The
selection of an adequate second-line treatment depends mainly
on the presence of an invasive component in the biopsy re-
sult, in which case radiotherapy is typically selected as the most
adequate treatment.

The diagnosis of LM is often made through a partial bi-
opsy (the specimen for which is usually taken from the most
atypical area), with clinical and/or dermatoscopic features that
are compatible with the diagnosis and (if LM is present) with
the highest probability of presenting an invasive component.
An invasive component could also be detected by using non-
invasive imaging methods, such as dermatoscopy, hyperspec-
tral imaging, or confocal microscopy. Multiple colors, pig-
mented rhomboidal structures, follicle obliteration, and
erythematous rhomboidal structures are all dermatoscopic
signs associated with an invasive component.22 Although hy-
perspectral images have demonstrated a sensitivity of 90% and
a specificity of 86.3% in detecting LMM,23 we do not have
enough experience with this technology to validate its use for
the early diagnosis of LMM.24 Confocal microscopy makes it
possible to completely evaluate the lesion in vivo and to de-
tect areas suggestive of an invasive component.25 In addi-
tion, confocal microscopy may be used to identify a persis-
tently invasive component in patients previously treated with
radiotherapy; in this way, the real efficacy of the treatment
could be determined.25 However, confocal microscopy, which

Figure 2. Classification and Regression Tree Analysis
for the Probability of Invasive Component

Presence of invasive component

Melanocyctes forming rows?

Nests ≥25% of the intraepidermal
component?

Presence of
subepidermal

clefts?

64% (n = 25) 60% (n = 15) 21.9% (n = 32) 4.2% (n = 24)

Yes

Yes No

Yes No

No

Table 2. Associations of Histologic Features With the Presence
of an Invasive Component

Variable OR (95% CI) P Value
Melanocytes forming rows 11.5 (1.4-94.1) .02

≥25% Melanocytes forming nests 3.0 (1.1-8.6) .04

Subepidermal clefts 2.8 (1.0-7.9) .049

Chronic sun damagea 0.4 (0.1-1.1) .07

Abbreviation: OR, odds ratio.
a Solar elastosis in the degree of sun damage according to previously described

criteria.17
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would make our findings clinically relevant, is currently not
available in all dermatology clinics.

These findings appear to warrant larger, multicenter pro-
spective studies that could validate their utility. If corrobo-
rated, these results may be helpful in identifying the most ap-
propriate management strategy for LM, especially when
nonsurgical therapy is selected.

Strengths and Limitations
The strengths of this study include the rigorous data collection
and analysis processes we used. In addition, we performed a re-
evaluation of all histologic samples using standardized criteria.
Limitations of this study include its retrospective review of cases.
For this reason, the method for selecting biopsy areas was not

standardized and the clinical or dermoscopic information of the
whole lesion and the biopsied area was not available. Moreover,
the histopathological samples for some eligible patients were not
available for review.

Conclusions
Results of this study seem to indicate that melanocytes form-
ing rows, nests, subepidermal clefts, and a lesser degree of elas-
tosis are histologic features in incisional LM samples that are
associated with the presence of an invasive component. A pro-
spective study may be warranted to validate the utility of these
findings.

ARTICLE INFORMATION

Accepted for Publication: February 21, 2019.

Published Online: May 8, 2019.
doi:10.1001/jamadermatol.2019.0467

Author Contributions: Dr Nagore had full access to
all of the data in the study and takes responsibility
for the integrity of the data and the accuracy of the
data analysis.
Concept and design: Sanmartín, Nagore.
Acquisition, analysis, or interpretation of data:
All authors.
Drafting of the manuscript: Moreno, Manrique-Silva,
Virós, Nagore.
Critical revision of the manuscript for important
intellectual content: Virós, Requena Caballero,

Sanmartín, Traves, Nagore.
Statistical analysis: Moreno, Nagore.
Administrative, technical, or material support:
Manrique-Silva, Virós, Sanmartín, Traves.
Supervision: Requena Caballero, Sanmartín, Nagore.
Other - hypothesis and rationale: Virós, Nagore.

Conflict of Interest Disclosures: Dr Virós reported
grants from Wellcome Trust Intermediate Clinician
Scientist outside of the submitted work. No other
disclosures were reported.

Additional Contributions: We are indebted to
Arantxa Rodriguez-Hernandez, RN, who was
extremely helpful in the sample preparation.
She received no compensation for her contribution.

REFERENCES

1. Piérard-Franchimont C, Hermanns-Lê T,
Delvenne P, Piérard GE. Dormancy of
growth-stunted malignant melanoma: sustainable
and smoldering patterns. Oncol Rev. 2014;8(2):252.
doi:10.4081/oncol.2014.252

2. Gardner KH, Hill DE, Wright AC, et al. Upstaging
from melanoma in situ to invasive melanoma on the
head and neck after complete surgical resection.
Dermatol Surg. 2015;41(10):1122-1125. doi:10.1097/
DSS.0000000000000466

3. Patel AN, Perkins W, Leach IH, Varma S. Johnson
square procedure for lentigo maligna and lentigo
maligna melanoma. Clin Exp Dermatol. 2014;39(5):
570-576. doi:10.1111/ced.12363

Figure 3. Representative Examples of the Most Relevant Histologic Features
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A, Subepidermal clefts as a
consequence of confluent
melanocytes along the junction
(hematoxylin-eosin, original
magnification ×200). B, Melanocytes
forming rows along the basal layer
(hematoxylin-eosin, original
magnification ×200).
C, Conglomerate and amorphous
mass of solar elastosis in degree of
chronic sun damage (CSD)
(hematoxylin-eosin, original
magnification ×200). D, Isolated
fibers of solar elastosis in dermis in
degree of non–CSD
(hematoxylin-eosin, original
magnification ×200).
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