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Hematologic response and bone marrow morphology in
CML patients with different treatment regimens

Sushma Belurkar

Pathology, Kasturba Medical College,Manipal Academy of Higher Education,Manipal, Karnatake, India

Email: sushma.b@manipal.edu

Background:

The CML therapeutic landscape changed dramatically with the development of tyrosine kinase inhibitors (TKIs)
that interfered with the interaction between the BCR-ABL1 oncoprotein and adenosine triphosphate (ATP),
blocking cellular proliferation of the malignant clone. This “targeted” approach altered the natural history of CML,
improving the 10-year survival rate from approximately 20% to 80-90%.

Materials and Methods:

This is a 4 year retrospective study including 84 diagnosed cases of CML with one year follow up. The clinical
details were derived from the medical records and the laboratory parameters were derived from the lab information
system. SSPS version 16 was used as the statistical device.

Results:

M:F ratio was 2:1.Median age of presentation was 45yrs. Amongst the 84 diagnosed CML cases only 34 (40%)

received treatment in our institute.
Stage and ' First follow up ( 1 — 45 months)

treatment at | CompleteHematologic | Chronic Accelerated | Blast Atypical | Inadequate
‘r,_—_C_‘__'Eg_lf_‘Pf'_SA_ | Response =~ |phase | phase phase | CML for opinion
" CML-CPon | 10 (45.5%) 4 (182%) | 1(4.5%) 4(18.2%) | - '3(13.6%)
Imatinib i i ‘ | | ‘
(n=22) — . . - : L
CML - AP on 2 (66.7%) - - - - 1(33.3%)
Imatinib | | i
T N TSNS SHSUNS SN SNSRI, SN S
CML-CPon - 4(44.4%) 1(11.1%)  1(11.1%) | 1(11.1%) | 2 (22.2%) |
Hydroxyurea : ! !
. (n=9) i |

The mean haemoglobin, total leukocyte count and platelet count were 10.4, 165.2 and 327.1 respectively at
presentation while the mean haemoglobin, total leukocyte count and platelet count were 10.6, 56.7 and 201.5
respectively at first follow up.

The morphological changes observed in bone marrow aspirate in cases treated with Imatinib included
normalization of cellularity, erythroid hyperplasia, reduction of megakaryocyte number, normalization of
megakaryocyte morphology, absence of basophils and increase in marrow lymphocytes. On the other hand, the
morphological changes noticed in bone marrow in cases treated with Hydroxyurea include decrease in bone
marrow cellularity, regeneration of erythroid, reduction of megakaryocyte number and increase in fibrosis.

Conclusion:

Imatinib showed better response with normalization of bone marrow morphology as compared to cases on

Hydroxyurea monotherapy but due to financial constraints Hydroxyurea still remains the treatment of choice for
many patients in our institution
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CLINICOPATHOLOGY PROFILE OF GIANT CELL TUMOR OF
BONE IN BALI, 5 YEARS EXPERIENCE

| Wayan Juli Sumadi’, | Ketut Bawantika Adi Putra?,
Ni Putu Ekawati’, Ni Putu Sriwidyani’

'Department of Anatomical Pathology, Facuity of Medicine, Udayana University / Sanglah Hospital, Denpasar,

Bali.
2Student, Faculty of Medicine, Udayana University / Sanglah Hospital, Denpasar, Bali.

Email: juli_sumadi@unud.ac.id

Background:

Giant cell tumor (GCT) of bone is one of the rare primary bone tumors. Incidence of the GCT of bone is
approximately 5% of all resected primary bone tumors. There are no data yet on the clinic-pathology profile of the
GCT of Bone in Bali.

Materials and Methods:
This research is a descriptive study that collects GCT of bone data at Sanglah Hospital Denpasar-Bali based on
pathology reports from the last five years

Results:

From 2013 to 2018, we found 44 cases GCT of bone, more frequently found in women than men (30 cases (68.2%)
and 14 (31.8%) respectively), the most cases occurred in the second to fourth decade with a peak incidence in
the fourth decade (14 cases (31.8%)), and the location of the most common tumors in the distal femur and distal
radius were 13 cases (29.5%) respectively. This result is consistent with the literature where GCT is slightly more
frequently found in women, occurring in the third and fourth decades and most often it affects the distal femur,
distal radius, proximal tibia, and sacrum

Conclusion:
GCT of bone in Bali is more commonly found in women, the most common age in the 4th decade and most
commonly affects the distal femur and distal radius. This data can be used to guide in establishing a diagnosis.
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PRIMARY MEDIASTINAL YOLK SAC TUMOR IN CHILDREN
A Case report

Ni Putu Ekawati, | Wayan Juli Sumadi

Department of Pathology Anatomy, Faculty of Medicine, Udayana University Medical School/Sanglah
Hospital Denpasar

Email: niputu.ekawati@yahoo.com

Introduction:

Primary mediastinal yolk sac tumor is a rare malignant neoplasm. It is a sub type of germ cell tumor that can
present extra gonadal mainly in structures of median line such as in mediastinum. It correspond about 10-20% of
all mediastinal cancer, and more frequently occurred in children. Patients may present with dyspnea, chest pain,
cough, fever, night sweats, and generalized weakness

Case Report:

We report a case of primary mediastinal yolk sac tumor of a 10-year-old boy. He was suffered from chest pain,
cough and dyspnea. No specific history of malignancy was found in his family. The chest X-Ray and Thorax MSCT
revealed a bulky anterior mediastinal mass that compressed right pulmonary lobe, main bronchus, trachea, heart
and superior venae cava. The histopathology examination revealed the findings of yolk sac tumor, e.g. proliferation
of primitive cells in reticular and solid pattern with Schiller Duval's bodies and hyaline globules among the necrosis
area. The tumor was grow rapidly and highly aggressive. Patient was died after biopsied and had not been
examined for the AFP and B —HCG.

Conclusion:
Based on clinical manifestation, imaging and histopathology findings, this case was concluded as a primary
mediastinal yolk sac tumor
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The correlation of BRAF V600 Mutational Status with histopathological
characteristics in melanoma

Tatjana Zablocka'2, Aija Ozola3,
Omar Mohamed 4, Selga Savéenko 2,
Sergejs Isajevs'?, Dace Pjanova 3

TFaculty of Medicine, University of Latvia, Riga, Latvia

2Riga East University Hospital, Centre of Pathology

3Latvian Biomedical Research and Study Centre, Riga, Latvia

1Inénii University, Department of Molecular Biology and Genetics, Turkey.

Email: sergejs.isajevs@lu.lv

Background:
The objective of the current study was to compare the BRAF mutational status with histopathological
characteristics of melanoma.

Materials and Methods:

Altogether, 35 patients undergoing melanoma surgical treatment at Riga East University Hospital in 2012-2014
were retrospectively enrolled to the study. The study was approved by the Central ethical committee. The
histopathological characteristics were assessed according to the current WHO and AJCC 8. edition guidelines.
The melanoma BRAF mutation status was assessed by RT-PCR.

Results:

35 patients were enrolled in the study (10 were males and 25 were females). The mean age was 61.4 + 10.2 The
BRAF mutation was observed in 15 patients (42.0%). BRAF exon 15 ¢.1799T>A V600E mutation was observed
in 14 patients (40.0%) and BRAF exon 15 c1801A>G V601E mutation was observed in one patient (2.0%).

Obtained results showed that BRAF mutation was observed predominantly in nodular melanoma (73.0%) and in
superficial spreading melanoma (24.0%). 83% of BRAF mutation cases was found in the trunk. The significant
correlation between BRAF mutational status and Breslow thickness was observed (Rho=+0.49; p=0.003). In
addition, BRAF mutational status correlated with T stage (p=0.04). However, the correlation between BRAF
mutational status and Clark level, ulceration, lymphovascular invasion, mitotic count, peritumoral lymphocytic
infiltration was not found.

Conclusion:

Melanoma BRAF mutational status correlated with the tumour nodular type, high T stage and Breslow thickness.
The BRAF mutation assessment for the potential personalized treatment should be based not only on clinical, but
also on histopathological characteristics.
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Prevalence of submandibular gland metastasis in
oral squamous cell carcinoma

Hira Salam?', Shazia Mumtaz?,
Rubina Gulzar?

1.Department of Oral Pathology, Dr. Ishrat-ul-Ibad Khan Institute of Oral Health Scienices, Dow University of
Health Sciences
2.Department of Histopathology, Dow International Medical College, Dow University of Health Sciences

Email: hirasalam@gmail.com

Background:

Present study aims to identify the prevalence of submandibular gland involvement with metastasis in oral
squamous cell carcinoma (SCC) cases treated with wide excision and radical neck dissection in Pakistani
population.

Materials and Methods:

All oral SCC wide excision with neck dissection cases reported by Histopathology section of Dow Diagnostic
Research and Reference Laboratory (DDRRL), Dow University of Health Sciences (DUHS), Pakistan between
2017 — to date (May 2019) were retrieved and reviewed. Cancer case summary was recorded in specifically
designed protocol. Data was analyzed in SPSS version 21.0. Chi-square test was used to test association between
categorical variables.

Results:

Out of 121 cases, majority (73.5%) were males with male to female ratio 2.8: 1. A wide age range (20 — 84 years)
with mean age 46 (+ 13) years was noted. Most patients (35.5%) were > 50 years, but a large number of cases
(n=17) was noted in younger (21 — 30 years) age group. Buccal mucosa (52.9%), followed by tongue (17.45%)
were most frequently involved sites. Tumor showed remarkable predilection for left (55.4%) side involvement. A
significant association was recorded between tumor size and tumor thickness (P<0.001), and also between tumor
size and histological grade (P=0.029). Only one (out of 121) submandibular gland was involved by metastatic
carcinoma.

Conclusion:

Present study highlights that submandibular gland involvement in oral SCC cases is negligible. Keeping in view
our findings and those reported previously, we question the justification for excision of submandibular gland and
urge for consideration of a gland-sparing neck dissection.
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Polymorphism in proinflammatory and immune related genes
in DLBCL susceptibility and overall survival in Arab population:
A Case- Control Study.

SOHAIB M AL-KHATIB', NOUR ABDO?, LAITH AL-EITAN?®

1 Department of Pathology and laboratory medicine
2 Department of Biostatistics )
3.Department of genetics and molecular biology.Jordan University of Science and Technology, Irbid, Jordan

Email: smkhatib4@just.edu.jo

Background:

(DLBCL) is the most common NHL. In this study we aim to explore the relationship between 5 selected
proinflammatory and immune-mediated genes (TNF rs1800629G&gt;A, rs161525G&gt;A, rs1799964T&gt;C, LTA
rs1800683G&gt;A, rs909253A&gt;G, TNFAIP8 rs1042541C&gt;T, LEPR rs1327118G&gt;C, LEP
rs2167270G&gt;A) and the risk and overall survival in DLBCL patients in Jordanian Arab population

Materials and Methods:

A 125 patients whom diagnosed with DLBCL at KAUH from the period of 2013 to 2018 and 235 healthy cancer-
free control subjects were included in the study. Genomic DNA was extracted from FFPE tissues. Genotyping of
the genetic polymorphisms was conducted by using sequencing protocol.

Results:

Our study showed that no significant differences in the distribution of all studied polymorphisms of DLBCL between
patients and controls except for TNF rs1800629G&gt;A (p value 0.01) where the G allele harbors higher risk for
DLBCL (GG and GA genotypes when compared with AA genotype) (p value 0.044). The TNF-a rs1799964 was
the only SNP to show significant survival results. Subjects with the dominant model (TT genotype in comparison
with the combined TT/TC genotype) had better overall survival (p=0.028).

Conclusion:

TNF rs1800629G&gt;A polymorphism is associated with increased risk of DLBCL among Jordanian Arab
population and the LEP rs2167270 G&gt;A polymorphism is associated with decreased risk of DLBCL in the
recessive mode models. The TNFa rs1799964 polymorphism shows better overall survival with the dominant
model (TT genotype in comparison with the combined TT/TC genotype).
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Concordance of cytomorphological features of Cervical Lymphadenitis
suspected for Mycobacterium Tuberculosis on Fine Needle Aspiration
biopsy with GeneXpert for Mycobacterium Tuberculosis on aspirated
material

Hamza Mansur
Armed Forces Institute of Pathology, Rawalpindi

Email: hamza2407@gmail.com

Background:

The objective of the study was to correlate different cytomorphological presentations of cervical lymphadenitis
suspected for Mycobacterium Tuberculosis (MTB) on Fine Needle Aspiration Cytology (FNAC) with MTB detection
by geneXpert on aspirated material.

Materials and Methods:
FNAs of a total 100 patients with cervical lymphadenitis suspected for MTB were included and the
cytomorphologylogy was compared with geneXpert.Data was analyzed using SPSS version 23

Results:

A total of 100 cases were included. Male to female ratio was 1.12:1. Mean age was 31+15 years and maximum
incidence of disease was seen in young patients. A total of 78 cases were positive for MTB while 22 cases were
negative when compared with molecular analysis on aspirated material. Positivity for MTB by geneXpert was seen
in 93% of cases with both caseous necrosis and granulomas,80% of cases with caseous necrosis only,80% of
cases having granulomas along with neutrophilic abscess,70% of cases showing granulomas and 14% of cases
with neutrophilic abscess.(p value <0.05). Sensitivity of FNAC was 97% and specificity was 54. PPV was 88% and
NPV was 85%.

Conclusion:

MTB was detected by GeneXpert in a significant percentage of the FNAC samples included in our study. FNAC
is a rapid, safe, easily available, minimally invasive, outpatient procedure and GeneXpert analysis can be
performed on the aspirated material. This can aid the clinicians in timely initiation of ATT in our country where
tuberculosis is rampant and advanced diagnostic facilities are not easily accessible.
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Immunohistochemical Evalution of Leukemia Inhibitory
Factor (LIF) as a Marker for Endometrial Receptivity in
Women with Unexplained Infertility

Magda H.Nasreldin', HazemA. El-Zenneni?,
RowaaA. Moustafa?, Amr Ahmed Riad?,
Ibrahim S. EI-Shazly?

1.Departments of Pathology and Obstetrics &amp;Gynecology
2.Faculty of Medicine - Ain Shams University

Email: dr_magdanasr@yahoo.com

Background:

The process of embryo implantation is considered the most critical step for achieving pregnancy. This process
requires coordination of complex interactions between blastocyst and endometrium. Two factors are presently
considered to be of prime importance for reproductive success: endometrial receptivity and oocyte quality , LIF is
a cytokine that plays a role in embryonic implantation .The aim of this work is to assess leukemia inhibitory factor
(LIF)expression for endometrial receptivity in women with unexplained infertility.

Materials and Methods:

This studyis a retrospective study conducted at Ain Shams University Maternity Hospital , on 140 patients divided
into two equal groups: Group | (study group): women with unexplained infertility (inability to conceive inspite of
regular marital life for at least 12 months). Group Il (control group): matched women with infertility due to tubal
factor, from outpatient Infertility Clinic. Ultrasound examination for endometrial thickness was performed.
Histopathological examination: D&amp;C biopsy was done for dating &amp; exclusion of any pathological

lesion in the endometrium. Immunohistochemical study for LIF was done and scored.

Results:

LIF staining intensity score was significantly lower in the unexplained infertility group during the secretory phase,
compared to the tubal factor group. A cutoff value for LIF staining score of <1 predicted unexplained infertility with
a sensitivity of 73.33% and specificity of 70.67%. A cutoff of <10 mm for endometrial thickness had the highest
sensitivity of 100%, but lacked specificity (only 16%).

Conclusion:
LIF may be a predictor for unreceptive endometrium in cases of unexplained infertility especially if coupled with
different ultrasonic parameters.
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EBV analysis by EBER in situ hybridization in DIFFUSE LARGE
B CELL LYMPHOMAS IN QUEEN ELIZABETH HOSPITAL
BIRMINGHAM UNITED KINGDOM

Maizaton Atmadini Abdullah?', William Simmons?,
Paul Murray?

1 Department of Pathology, Faculty of Medicine and Health Sciences, Universiti Putra Malaysia 43400

Serdang, Selangor, Malaysia. .

2 School of Cancer Sciences, University of Birmingham, Vincent Drive,Edgbaston, Birmingham, B15 2TT United
Kingdom.

Email: maizaton@upm.edu.my

Background:

EBV positive status in Diffuse large B cell ymphoma (DLBCL) has been shown to be significantly associated with
more advanced stage, higher International Prognostic Index, presence of B symptoms, poorer outcome to clinical
treatment and poorer overall survival and progression-free survival. High incidence of EBV+ DLBCL has been
reported in the Asian countries. Little is known about the incidence and the clinicopathological characteristics of
EBV+ DLBCL in the UK.

Materials and Methods:

Cases of ‘High grade lymphomas' and '‘DLBCL’ over a 15 year period from 1996 to 2010 were retrieved. 300 cases
were subjected to EBER in situ hybridization to detect EBV status. Cases were recorded as 'EBV-positive' if &gt;
10% of tumour cells were positive. Immunohistochemistry for LMP1 and EBNA2 were performed to classify cases
into one of three EBV latency types. All cases were also stained for CD10, BCL6 and MUM1 for subtyping.

Results:

14/300 (4.7%) of DLBCL patients were EBV positive with the mean age of 57 years. 12/14 (85.7%) of EBV+ DLBCL
patients had B symptoms compared to the EBV- patients (p=0.009). All of the EBV+ patients were of non-GCB
subtype (p=0.001). 8/14 (57.1%) patients showed EBV latency Il pattern (EBER+,LMP 1+, EBNA2+), 2 (14.3%)
latency Il (EBER+,LMP1+, EBNA2-) and 4 (28.6%) latency 1 (EBER+,LMP1-, EBNA2-). ). EBV+patients had
significantly shorter event free survival than their EBV- counterparts (p=0.033).

Conclusion:

EBV+ DLBCL patients have poorer prognosis however the incidence of EBV+DLBCL is low (1-4%) in the UK as
compared to Asian countries (7-12%) with EBV latency 3 being the commonest. This study supports the notion
that there is geographic variation of EBV positivity and ethnic predisposition to the development of EBV positive
DLBCL.
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EXPRESSION OF ANGPTL4 AND IGF-1 IN YOUNG BREAST CANCER IN
RELATION TO MOLECULAR SUBTYPES

Zaleha KAMALUDIN, Wan Faiziah WAN ABDUL RAHMAN,
Hasnan JAAFAR

Department of Pathology, School of Medical Sciences, Universiti Sains Malaysia, 16150 Kubang Ke(ian, Kelantan,
Malaysia and Hospital Universiti Sains Malaysia, Health Campus, USM, 16150 Kubang Kerian, Kelantan,
Malaysia.

Email: wfaiziah@usm.my

Background:

Invasive breast carcinoma (IBC) in young patient has been reported to be more aggressive. Angiopoietin-like
protein 4 (ANGPTL4), a member of the angiopoietin family of proteins plays a critical role in cancer growth and
progression that contributes to metastasis. Meanwhile, insulin growth factor-1 (IGF-1) is a potent mitogen that can
stimulate breast cancer development and demonstrate increased metastatic potential. This study aimed to
investigate the possible association of young IBC with the expression of IGF-1 and ANGPTL4.

Materials and Methods:

A cross sectional study was conducted using 75 archived formalin-fixed paraffin embedded tissue blocks of young
breast cancer with age <45 years old. The molecular breast carcinoma subtype was classified into Luminal A,
Luminal B, HER2, and triple negative based on surrogate marker of ER, PR and HER2. All samples were stained
for ANGPTL4 and IGF-1 by immunohistochemistry method.

Results:

The age of patients ranged from 23-44 years old with mean age 37 (SD 5.48). Luminal A 28 (37.7%), were the
highest molecular subtype in young IBC patient followed by triple negative 20(26.7%), Luminal B 15 (20%) and
HER-2 12 (16%). Among 75 of young IBC patient, 51 (68%) of them are immunopositive for ANGPTL4. Meanwhile
67 (89.3%) showed positive expression towards IGF-1. Among the molecular subtype, 19 (37.3%) of Luminal A
subtype were positive for ANGPTL4 followed by triple negative 14 (27.5%), Luminal B 10 (19.6%) and HER2
subtype 8 (15.7%). The expression of IGF-1 were also high in Luminal A 27 (40.3%) but lowest in HER2 10(14.9%).
There was significant association (p=0.028) between IGF-1 and molecular subtype but not for ANGPTL4 (p=0.823)

Conclusion:

Luminal A was the highest subtype in young IBC and demonstrated highest expression toward ANGPT4 and IGF-
1. There was a significant association of young IBC molecular subtype with IGF-1 expression that may add another
therapeutic potential in young breast cancer.
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Spectrum of histological features of Denosumab treated
Giant Cell Tumor of Bone; a potential pitfall and diagnostic
challenge for pathologists

Muhammad Usman Tariq , Masood Umer,
Nasir Ud Din

Department of Pathology and Laboratory Medicine and Department of Orthopaedic Surgery,Aga Khan University
Hospital, Karachi, Pakistan

Email: mohammad.usman@aku.edu

Background:

Denosumab is RANKL inhibitor which is being used in the treatment of locally advanced, recurrent and metastatic
cases of Giant Cell Tumor of Bone (GCTB). After Denosumab treatment, GCTB exhibit diverse morphological
features which can pose diagnostic challenge.

Materials and Methods:

We retrieved and reviewed H&E stained microscopy glass slides of 30 GCTB cases with history of Denosumab
treatment. These cases were treated at different institutes and diagnosed at our institute between January 2017
and July 2019. Morphologic features such as presence of residual giant cells, appearances of mononuclear and
bony component, necrosis and stromal changes were assessed.

Results:

Microscopically, peripheral shell of reactive bone was observed in all cases. In 16 (53.3%) cases, there was
complete elimination of MOGC. Necrosis was observed in 10 (33.3%) cases. Mononuclear cells were
predominantly spindle shaped and arranged in fascicular and storiform pattern. Bony component manifested as
trabeculae of woven bone with osteoblastic imming and immature trabeculae of unmineralized osteoid with
haphazardly present osteoblasts. Prominent stromal changes included cystic spaces, foamy macrophages,
inflammatory infiltrate, Hemangiopericytoma-like (HPC-like) vessels, hyalinization, edematous areas and
hemosiderin pigment deposition. The tumors showed areas which resembled other tumor such as Non-ossifying
fibroma, Fibrous dysplasia, Osteoblastoma, Sclerosing epithelioid fibrosarcoma and osteosarcoma.

Conclusion:
Denosumab treatment induces a variety of changes in GCTB. Clinical history and knowledge of these features are
necessary for excluding differential diagnoses and avoiding misdiagnoses.
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