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Accuracy and Diagnostic Challenges.
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Introduction: Breast fibroepithelial lesions (FELS)
are biphasic neoplasms that consist of proliferative
epithelial and stromal components. It comprises the
spectrum of fibroadenomas (FAs) and phyllodes
tumors (PTs). Core needle biopsy (CNB) provides
a pathological basis, helping in diagnosing
fibroepithelial lesions. However, the overlapping
spectrum of histological appearance in FELSs
gives rise to diagnostic problems and may
comprise the development of appropriate
therapeutic plans. The purpose of this study is to
analyze the accordance between CNB and excision
diagnoses of FEL patients and evaluate the
accuracy of CNB in preoperative diagnoses.
Methods: A retrospective review from the medical
records of 68 female patients, who underwent
preoperative CNB and surgical excision (SE), was
performed at Hassan 119 University Hospital in
2022. Results: In our study, the concordant rate of
diagnosis between CNB and SE is about 50%. Of the
FAs diagnosed on CNB (44%), a total of 90%
showed a complete match with surgical results and
10% revealed to be a PT. On CNB, 10% of the
cases were diagnosed as PT and showed total
concordance with the SE results. We concluded
that 46% of the caseshad FEL. On surgical excision,
60% revealed to be FA and 40% revealed to be PT.
Discussion: A multidisciplinary approach is a
reliable strategy to distinguish between the different
FELs. However, it is sometimes challenging,
especially with some FA variants (e.g. cellular FA)
which may resemble a phyllodes tumor. The main
differential diagnosis of a malignant phyllode is
spindle cell metaplastic carcinoma. The treatment is
dissimilar. Therefore, it is imperative to
differentiate between these lesions. Conclusion:

The assessment of histopathological features of
FELs on CNB can be subjective. The over- lapping
spectrum of histological appearance in FELs and
sampling limitations of CNB may need more
investigation. Immunohistochemistry is helpful but
limited. Recent advances in  molecular
characterization of FELs appear promising.

Keywords: Fibroepithelial lesion, core needle
biopsy, breast

Competing interests: No competing interest
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A comﬁarative table of various studies results

A total of 28.8 % patients who
had PT at excisional biopsy
were diagnosed as FA on
biopsy (vs. 10 % in our study).

Latif et al. (2021)

The surgical excision of FEL
diagnosed on CNB yields a
pathological diagnosis of FA in
62.5 % and PT in 37.5 % (vs.
60 % FA and 40 % PT in our
study).

Marcil et al. (2017)

In 43 cases of excised FELs, 30
% were benign PTs, 53 % were

Resetkova et al. (2010) FAs and 17% were benign
cellular FELs (vs. 60% FA and
40 % PT in our study).

FELSs: Fibroepithelial lesions; FAs: fibroadenomas;
PTs: phyllodes tumors; CNB: Core needle biopsy
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Clinicopathologic  Analysis of 169 Cases of
Cutaneous Adnexal Tumors in Moroccan
patients: A Retrospective Study
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Background and objectives: Adnexal tumors
(ATs) are a heterogeneous entity of primary skin
tumors, rarely malignant. Their diagnosis represents
a real challenge due to their polymorphism and the
locoregional aggressiveness of adnexal carcinomas
with their metastatic potential (1). This study aims to
elucidate the morphological and epidemiological
characteristics of these tumors through a series of
Moroccan patients and to compare them with other
series in the literature. Methods: A retrospective
study was conducted over a period of 10 years
(2013-2022), including all adnexal tumors of skin
diagnosed in the Department of Pathology,
University hospital Hassan 11 of Fez, Morocco. The
histological study was performed on formalin-fixed

and paraffin-embedded tissue sections. The
diagnosis was essentially morphological. Special
staining or immunohistochemical complement was
rarely used. Results: A total number of cases that
was diagnosed as ATs were 169. There were 135
benign tumors (80%) and 34 malignant tumors
(20%). A female predominance was noted with a sex
ratio M/F of 0.72. The mean age was 49 yr (5yr-
90yr). Most of the cases were in the age group
between the 4th and 5th decades (51-60 yr (32/169
cases)). The head and neck are the most often
affected areas (74.6%). About 44% of the tumors
displayed sweat gland differentiation, 44% hair
follicle differentiation and 12% of the tumors were
sebaceous gland tumors. Tumors with follicular
differentiation were predominant among adnexal
carcinomas (58%). Pilomatricoma (16.6%) was the
most prevalent tumor of all ATs, followed by
chondroid syringoma (13%). Sebaceous Carcinoma
(5.6%) was the most common malignant adnexal
tumor. The detailed clinicopathological data are
shown in the Table. All of our patients have
benefited from a surgical procedure for the treatment
of cutaneous adnexal carcinomas. Only 4 patients
have been recommended for adjuvant radiotherapy.
Following up with our patients allowed us to identify
a recurrence in one case in the form of lymph node
metastasis and a parotid metastasis in another.
Conclusion: Our findings generally concur with
those found in the literature (Omar A.M.R.M et al.
2022), with the exception of the frequency of
carcinomas with follicular origin rather than those
with sweat gland origin in other series (Battistella M
etal. 2022; El Ochi et al. 2015; Kooki C et al. 2021).

Keywords: Benign; Malignant; Histopathology;
Cutaneous adnexal tumor; Morocco.

Table: Clinicopathologic features of studied cutaneous adnexal tumors.

mean age ST T Localisation
M/F

Benign tumors:
Chondroid Syringoma : 22 cases 34 years 1.75 Head and neck (95%)
Hidrocystoma : 15 cases 42 years 15 Head and neck (73%)
Syringocystadénoma papillifére : 8 cases 43 years 0.4 Head and neck (100%)
Hidradénome nodulaire : 4 cases 51 years 4 women Extremities (75%)
Syringoma : 6 cases 47 years 0.5 Head and neck (83%)
Poroma : 4 cases 52 years 0.33 Head and neck (50%)

Extremities (50%)

di?fvgf;t]t?;?ir:)?] . Cylindroma : 3 cases 46 years 3 women Head and neck (100%)
5 cacps " Hidradenoma Papilliferum :3 cases 43 years 3 women Genital tract (100%)

(45%0) Hidradenoma : 3 cases 57 years 1.5 Genital tract (67%)
Spiradenoma : 2 cases 33 years 1 Head and neck (100%)
Syringofibroadenoma : 1 case 65 years 1 woman Extremities
Malignant tumors :

Porocarcinoma : 2 cases 66 years 1 Head and neck (50%)
Extremities (50%)
Micrcystic adnexal carcinoma : 1 case 69 years 1 man Head and neck

Syringoid eccrine carcinoma : 1 case

65 years 1 woman Head and neck
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Benign tumors:

Pilomatricoma : 28 cases 24 years 0.64 Extremities (72%)
Trichoblastoma : 20 cases 60 years 0.81 Head and neck (90%)
Trichilemmoma : 3 cases 41 years 2 Head and neck (67%)
. . Trichofolliculoma : 2 cases 49 years 1 Head and neck (100%)
d.Halr fo_lllc,:le . follicular poroma : 1 case 21 years 1 man Head and neck
ifferentiation: = :

74 cases (43%) Malignant tumors : )
Proliferating trichilemmal tumor : 9 cases 54 years 0.12 Head and neck (89%)
Trichilemmal carcinoma : 6 cases 48 years 0.5 Head and neck (67%)
Trichoblastic Carcinoma : 3 cases 61 years 1 Head and neck (100%)
Pilomatrix carcinoma : 1 case 75 years 1 woman Head and neck
Malignant Melanocytic Matricoma : 1 case 86 years 1 woman Head and neck
Benign tumors:

Sebaceous gland ~ Sebaceous Hyperplasia : 6 cases 76 years 3 Head and neck (100%)
differentiation: Sebaceous Adenoma : 4 cases 53 years 1 Head and neck (100%)
20 cases (12%) Malignant tumors :

Sebaceous Carcinoma : 10 cases 67 years 0.66 Head and neck (90%)
Total * 169 cases Ben[gn tumors: 135 (79.9%) 46 years 0.77 Head and neck (66%)
; Malignant tumors: 34 (20.1%) 63 years 0.54 Head and neck (85%)
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Granulomatous Mycosis Fungoides: Report of Three
Cases and Literature Review.

L. Benbellal, 1. Elouarithl, S. Sassil, O. Essadeq?, Z.
Loubaris 2, F Zouaidial, A Jahidl, Z. Bernoussil, K.
Znati1

1 Department of Pathological Anatomy, Ibn Sina Hospital,
Faculty of Medicine and Pharmacy, Mohammed V
University, Rabat, Morocco

2 Department of Dermatology, Ibn Sina Hospital, Faculty
of Medicine and Pharmacy, Mohammed V University,
Rabat, Morocco

Corresponding address: Leila Benbella, Department of
Pathology, Ibn Sina Hospital, Rabat, Morocco. E-mail:
Benleila993@gmail.com

Introduction: Granulomatous mycosis fungoides
(GMF) is a rare form of cutaneous T-cell lymphoma
which is a major diagnostic challenge. The objective
of this study is to relate the clinical and pathological
aspects of this condition and to discuss its
differential diagnoses. Case Reports: The cases
included three patients with GMF, admitted to the
Dermatology Department of lbn Sina Hospital in
Rabat. The first one is 35-year-old female patient,
diabetic, admitted for the management of a slowly
growing erythematosquamous plaque formed on the
abdomen, which rapidly ulcerated. The second one
is 46-year-old female, with no medical history,
presented with erythematous plaque of the neck,
evolving for 3 weeks. The 3rd case corresponds to a
63-year-old male patient, treated since 2013 for
mycosis fungoides. The histological study showed
the same findings in the three patients, including the
exocytosis of atypical lymphocytes in the epidermis
and the presence of authentic epithelioid granulomas
in the underlying dermis. The immunohistochemical
study showed a negative staining of the anti-CD5
antibody (1st case), the anti-CD7 antibody (2nd
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case) and the anti-CD2 antibody (3rd case). The anti-
CD30 antibody was negative in all three cases.
Comment:  Granulomatous MF, originally
described in 1970 (Gutte et al., 2020; Kempf et al.,
2008), is a rare histological form, constituting 6.3%
of MF described in the literature (Li et al., 2013).
The clinical findings are non-specific and the
diagnosis is purely anatomopathological (Kempf et
al., 2008). Histologically, the signs of classical MF
are present, namely atypical lymphocytes in the
dermis with epidermotropism. The granulomas are
sarcoid-like, mixed with Langhans giant cells.
Conclusion: Granulomatous mycosis fungoides
(GMF) is a rare histological form of cutaneous T-
cell lymphoma that can histologically mimic
infectious or inflammatory dermatosis and cause a
delay in diagnosis. Anatomoclinical correlation,
good morphological analysis, and
immunohistochemical study aid in the diagnosis.

e
HE staining showing the exocytosis
lymphocytes in the epidermis (left) and the presence of
authentic epithelioid granulomas in the underlying dermis

(right)

o

e

of atypical

Keywords: Mycosis fungoides, T-cell lymphoma,
granulomas
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Pre-Analytical Performance in Surgical Pathology:
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Rochd University Hospital of Casablanca-Morocco
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Background: Pathologists play a crucial role in the
management of patients, especially in the case of
tumor diseases. In order to achieve these missions,
an adequate course of the pre-analytical phase with
all its steps is critical. Fixation is a fundamental
part of the pre-analytical process, and it is used to
protect tissue from decay, making the
morphological analysis of tissue and cells possible.
Objective: To improve the fixation process in a
central department of Pathology, serving four
university hospitals, and to discuss the benefits and
drawbacks of each protocol. Methods: We carried
out a prospective study in the department of
Pathology of the Ibn Rochd University Hospital,
Casablanca, Morocco. We evaluated the quality of
fixation by buffered formalin compared to
unbuffered formalin on surgical breast specimens
collected from the  Oncology-gynecology
Department over a period of three months. We
evaluated  slides  reading and current
recommendations. Results: A total of 145
specimens were examined and five pathologists
participated in this study. Each case wasanalyzed by
two pathologists. We summarized our results in
the table below. Conclusion: The use of buffered
formalin allowed a stable and reproducible fixation,
a better preservation tissue, a relatively short
period of fixation and better morphological
analysis,
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Table: Summary of the main findings

Specific processes Specific criteria Unbuffered Buffered formalin
formalin (ph=7.1)

Quality of cuts Adequate thickness B A
Presence/absence of tears, creases, C B
streaks, dye stains, delaminations
Presence/absence of contamination B A
Montage B A

Quality of routine Nuclear Clear and blue/purple chromatin B A

staining components Well identified nucleolus B A
Well defined nuclear membrane B A

Cytoplasmic Well delimited cytoplasm B A
features Well defined cytoplasmic granules B A
Well defined mucus B A
Extracellular Bright red hematies B A
matrix Quality of fibers B A
components
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TDT Positive in Blastic Oermal niltrate: Think to
Blastic Plasmacytoid Oendritic Cell Neoplasm
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Guebessit, Mehdi Karkourit
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p Background: Terminal deoxynucleotidyl

3 7-\3‘5#‘ transferase (TDT) is a DNA polymerase expressed

e in lymphoblastic lymphomas/leukemias but also in

sk other undifferentiated tumors. The expression of

5 A TdT in a blastic dermal infiltrate may constitute a

vl T diagnostic pitfall. We present here a case diagnosed

Breast Ki-67X200 at our institution illustrating this diagnostic

. o difficulty. Report Case: We reported the case of

Keywords: Pre_—analytlc, quality, fixation process, an 81l-year-old man, with no particular medical
buffered formalin, Morocco. history, who had consulted for a purplish nodular
Conflicts of interest: None dorsal mass accompanied by several diffuse
infiltrated papular lesions that had evolved over

References: several months. The biopsy showed a diffuse tumor
o infiltrate in the dermis, made of medium- sized cells

1. Directives de qualité SGPath -Cancer sein Version 2017. with reduced cytoplasm and dense chromatin and
ISO NF15189 version 2012. 1SO 20166.4:2021(f|’), Separated from the epidel’mis by a grenz zone
Analyses de diagnostic moléculaire invitro. (Figure 1). The initial immunohistochemical study

2. William, J., H. and Wilson, B. A. (2014). Tissue fixation showed absence of CD3, CD8, and CD20 expression

and the effect of molecular fixatives on downstream.

Staining Procedures. doi: 10.1016/j.ymeth.2014.01.022. and expression of CDA, CD56 and TDT (Figure 2).

Other lymphoid markers were requested to rule out
lymphoma/lymphoblastic leukemia (PAX5, CD79a,
CD5) as well as myeloid markers to rule out
myelomonocytic leukemia (MPO, CD34, CD68,
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CD15), cytotoxic markers to rule out NK lymphoma
(granzyme B and TIA1l) and epithelial and
neuroendocrine markers to rule out Merkel
carcinoma. These markers were all negative,
pointing to a blastic plasmacytoid dendritic cell
neoplasm. Conclusion: Blastic plasmacytoid
dendritic cell neoplasm (BPDCN) is a rare
hematologic malignancy with usually poor outcomes
and high risk of progression to acute leukemia.
Histological ~ diagnosis is  challenging and
immunohistochemical analysis is mandatory. This
entity represents a diagnostic challenge for
pathologists given its rarity and possible terminal
deoxynucleotidyl transferase (TdT) expression.
Keywords:  Terminal transferase,
blastic dermal infiltrate

deoxynucleotidyl

Figure 1: HEXZOO, diffuse tumor infiltrate in the dermis
separated from the epidermis by a grenz zone.

'}ﬁ.taﬁ, $ it
R B L M\ Bl ? 4
PRV AL R

Figure 2: Tdtx200 ‘
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Moroccan Context: A New Opportunity for
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Introduction: The emergence of a new tumor entity
called HER2-low breast cancer leads us to
reconsider therapeutic indications in patients whose
tumors were considered as HER2-negative. HER2-
Low subtype was defined as HER2 1+ and HER2 2+
FISH not amplified (Marchio et al. 2021). The
development of antibody-drug conjugates (ADCs)
allows using HER2 as a vector of a cytotoxic drug
with significant clinical efficacy and less side effects
in breast cancer with HER2 low expression
(Agostinetto et al. 2021). Herein, we aimed to
evaluate the differences in clinicopathological
characteristics and prognostic factors between
HER2-Low breast carcinoma and those with HER2-
negative cancer, according to HR profile. Methods:
We conducted a 10-years bicentric cohort study on
1955 invasive breast tumors of Moroccan patients,
collected at two Moroccan centers between 2012
and 2022. Results: Out of 1955 BC patients,
49.3% were classified as HER2-Low; of which
80.7% were hormone receptors positive. The
clinicopathological features indicate that HER2-
Low subtype behave much more like HER2-
positive than HER2-negative tumors. The survival
analysis showed that the HER2-Low subtype-
belonging patients present significantly the
poorest prognosis in disease free survival
(p=0,003). Hormonal dependent tumors show a
significant difference according to HER2 subtypes
in disease free survival (DFS) (p<0,001). Moreover,
patients with HR+/HER2-Low tumors subgroup
present a significantly good prognosis in overall
survival (OS) compared to the ones with hormonal
negative tumors (p =0.008). Discussion: The
introduction of the concept of HER2-low BC has
extended the benefit observed with novel anti-HER2
agents to a much larger number of patients with BC
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from 15% to 70% (Marchio et al. 2021). Several
studies reported incidences of 31% to 59.7%, based
on data from The Cancer Genome Atlas and clinical
trial dataset. HER2-low tumors were frequently
found within HR-positive BCs compared to HR-
negative cancers (Schettini et al. 2021). These
findings are strongly similar to our results. Early and
metastatic BCs characterized by a larger tumor size,
more LN metastasis and slightly higher grade in
her2-low BC compared to her2 negative, which is
similar to our study. According to PAMS50 intrinsic
classifier, there was a significant difference between
her2-low and her2 zero in HR negative group while
there is no difference in HR positive group, in
particular, HER2 enriched represented 13.7% in HR-
/HER2 Low vs 1.6% IN HER2-ZERO (Schettini et
al. 2021). This intrinsic heterogeneity of HER2-Low
group, reflected already on clinical outcome,
highlights the importance of considering HR status
in the HER2-low BCs (Zhang H & Peng Y. 2022).
Conclusion: HER2-low breast cancer is now
distinct subgroup of BCs of which is necessary
to consider the HR status. To select HER2-low
patients, pathologist must adhere to guidelines
and maintain accurate performance and
consistent interpretation of test results. Finally,
Future prospective analysis and deeper
understanding of HER2-low breast cancer
requires to allow personalized treatment and
avoid under or over treatment.

Keywords: HER2 low, breast cancer, hormone
receptors, survival; Morocco.
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Background: Breast cancer (BC) is a serious public
health problem worldwide and is currently the most
common cancer overall. Its endocrine therapy is
related to the expression of steroid hormones
(ER/PR). BC can be presented under multiple
profiles of steroid hormones. There are only 2-8% of
breast cancers that express only PR (ER/PR+), which
is an abnormal phenotype, and their behaviors and
outcomes are less well-known. Methods: We
collected a large and well-characterized database of
primary BC from 2012 to 2019, including 1159 cases.
These cases were divided according to ER and PR
expression, we focused ER-/PR+/HER2+ and ER-
/PR+/HER2-  subgroups, to highlight their
clinicopathologic features. Results: A total of 94
patients (8%) had ER-/PR+ profile, while 676
(58.4%) had ER+/PR+, 88 (7.6%) had ER+/ PR-, and
164 (14.2%) had ER-/PR- profile. The ER-/PR+
group was statistically correlated with a high risk of
recurrence and death in midway between the double
negative and double-positive HR. According to
HER?2 status, a low DFS was observed in patients
ER-/PR+/HER2-, which was closer to the DFS of
TNBC cases but worse than ER+/PR any. On the
other hand, the ER-/PR+/HER2+ showed a poorer
DFS closer to the HER2+ subgroup between TNBC
and ER+/PR any. The clinicopathological features of
the ER-/PR+/HER2- and ER-/PR+ HER2+ have
distinguished the patients into two groups with a
difference in some clinicopathological
characteristics: both groups had closer OS
estimation, which was worse than ER-/PR any and
better than TNBC and HER2. On the other hand,
the ER-/PR+/HER2+ seems to increase the risk of
death more than ER-/PR+/HER2-in comparison
with ER+/PR any. Discussion: In our study, 8%
of patients had presented the ER-/PR+ phenotype;
this is consistent with the previously published
cohort using ER and PR IHC. Our findings are
similar to those already published such as younger
age at diagnosis, poorly differentiated tumor and
larger tumor size. On the other side, the separation
into intrinsic subtypes by PAMS50 test revealed that
the vast majority of cases were of the basal subtype
(53-65%), followed by the Luminal A subtype (15-
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27%). It shares molecular features with TNBC.
90% of ER (-)/PR(+) tumors are characterized by
low predicted endocrine sensitivity by the
sensitivity to endocrine therapy (SET) gene
signature, especially in  "high-risk" cancers.
Conclusion: ER-/PR+ BCs really exist and its
different from other subgroups BCs, its clinical
molecular feature and behaviors midway between
those of double positive and double negative,
moreover, this distinction seems more important in
the subgroup HER2 negative which is slightly
similar to TNBC. So the question is treat or not
treat with ET single PR+ BC, the response to this
requires prospective studies and clinical trials in
order to optimize the breast cancer’s treatment in
the era of precision medicine.

Keywords: breast cancer, immunohistochemistry,
estrogen negative/progesterone positive phenotype,
prognosis; Morocco.
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Background: Colon cancer is a real public health
problem (Keum and Giovannucci, 2019). Tumor
necrosis has been proposed as an independent
prognostic marker for colon cancer following a
number of similar studies reporting necrosis as a
marker of poor prognosis in renal, breast and lung
carcinomas (Pollheimer et al., 2010; Richards et al.,
2012). The mechanisms underlying the relationship
between necrosis and cancer survival, however, are
unclear (Richards et al., 2012). The aim of this work
is to analyze the prognostic value of tumor necrosis
in colonic adenocarcinomas by comparing our
results with those of the literature. Methods: This
is a retrospective study of 100 cases of colonic
adenocarcinoma diagnosed in the pathological
anatomy and cytology department of CHU Hassan 11
in FES. The diagnosis was made after histological
study. Tumor sections were made and the presence
of necrosis was split into two groups: more than 50%
or less than 50%. Correlations have been made
between the presence of necrosis and its extent and
the various histoprognostic factors and patient
survival. Statistical analysis was performed using
SPSS software and a correlation is considered
significant if p < 0.0.5. Overall survival was assessed
using the Kaplan Meier method. Results: Results: A
total of 100 cases of colonic adenocarcinoma were
included in our study. The mean age was 57 years, with
extremes of 29 and 89 years. There was a slight male
predominance, with a sex ratio (M/F) of 1.77. The most
frequent location was the right colon. The most frequent
histological type was moderately differentiated
adenocarcinoma. The follow-up of our patients is 43
months and 5 months, with an average of 47 months.
The extent of tumor necrosis was less than 50% (73%)
and more than 50% (27%). A total of 56% of patients
with  >50% necrosis also had vascular emboli.
Discussion: Previously, tumor necrosis has shown
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prognostic value in a variety of solid organ tumors
including renal, breast, lung, pancreatic, and
colorectal (Richards et al., 2012; Gong et al., 2021).
It appears from these and similar studies that
necrosis is not an isolated pathological feature but is
strongly related to other aggressive features, including
tumor size, grade and pathological stage (Richards et
al., 2012; Komori et al., 2013). In our series, the
presence of necrosis was associated with an advanced
stage, weak differentiation and vascular invasion. The
lack of a significant relationship between necrosis and
survival may be explained by the limited numbers of

patients in our sample. Conclusion: Our results This Supplement was published in partnership
show that tumor necrosis has a negative impact on with the

patient prognosis and survival and should be Moroccan Association of Pathology
included as a histoprognostic factor in Pathology & is part of

reports. JMSR Pathology Collection
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