SEPT 2019 DIAGNOSIS LIST

19-0901: Dengue fever (atypical lymphocytosis mimicking lymphoma); peripher:
blood/hematopathology and infectious disease pathology

19-0902: infarcted myelolipoma; adrenal gland/endocrine pathology

19-0903 follicular lymphoma, grade-2, with plasmacytic differentiation; lymph
node/hematopathology

19-0904 typical carcinoid; lung/neoplastic lung pathology

19-0905 solitary fibrous tumor; pleural/soft tissue pathology

19-0906 cranial fasciitis; soft tissue/soft tissue pathology

19-0907. gastrointestinal stromal tumor with rhabdoid morphology; stomach; Gl
pathology

19-0908 reactive follicular hyperplasia (positive for syphiliginph
node/hematopathology and infectious disease pathology

19-0909 invasive ductal carcinoma, focal DCIS associated with papilloma;
breast/breast pathology

19-0910 malakoplakia; prostate/GU pathology
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History

A56 year old female. Presented to the ER with fevers.

ACBC

AWBC 7.6

AH/H 13.6/42.7

APLT 24

ADiff
A PMNs 17%
A Lymphs 35%
A Bands 1%
A Mono 8%

A Baso 2%
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DeborahDayhoff MD, and Dean Fong, DO
Kaiser Permanente San Rafael



Further Evaluation

APetechial of the oral palate and extremities

ALFTs
AALT  MAan R§6)O MM
AAST MHY HR$6)0 M

AAP 61
ALipase 210
AD. Bili 0.6

AFlow cytometry of peripheral blood

Alncreased plasma cells, 23%, with slight lambda
predominance



Infectious Disease Wotp

ARecent travel to Philippines her and her family
had multiple mosquito bites

ADengue IgG  13.55 (< 1.64)
ADengue IgM  3.51 (< 1.64)



Diagnosis

AAtypicalPlasmacytosiassociated with Dengue
Fever



Dengue Fever

AFlavivirusamily
A Positive singlestranded enveloped RNA viruses

A Mosquitoestransmitted virus: Yellow fever, Dengue Fever,
Japanese encephalitis, West Nile virus, Zika virus

A Tickstransmitted virus: Tickorne EncephalitiSTBH,
Kyasanuforest Diseas&KED andAlkhurmadisease, and
Omsk hemorrhagic fever.

AFebrile illness caused by infection of 1 of 4 dengue virus
of the genud-lavivirug DENVL, DENM2, DENM3,
DENW4)

APrimary versus Secondary infection

A Approximately 95 percent of all severe/hospitalized cases of
dengue are associated with second dengue virus infection.



Transmission

Aedesaegyptimosquito Aedesalbopictusmosquito

These mosquitoes also spread chikungunya and Zika viruses.

Mother-to-child (also test for Zika)
Through infected blood, organ transplant or needle stick
A RARE



Epidemiology

A Records of dengukke illness date back more than 200 years
A Viral etiology of dengue virus was established in the 1940s

A Infection remains largely uncontrolled worldwide hyperendemic
throughout the tropics

A Estimates of 390 million infections worldwide each year; 96 million
clinically apparent; and over 2.5 billion individuals at risk for infection

A Increasing incidences in recent decades

A Approximately 500K develop dengue hemorrhagic feye20,000
deaths, primarily among children

A Ae. aegypthy widely distributed in tropical and subtropical areas

A Ae. albopictugy more tolerant of the cold and have a wider geographic
distribution thanAe. Aegypti

A Less likely to transmit since they do not feed on humans as frequently
A WHOA neglected tropical disease






Provisional data* as of August 7, 2019

* This webpage contains provisional data reported to ArboNET for 2019,

US States

» 216 dengue cases reported

US Territories

* 3 dengue cases reported




Classification

WHO 1997 WHO 2009
ADengue Fever ~ ADengue Without

Ad. NBRYS TS@SN¥arning Signs
ADengue Hemorrhagic  Apengue With Warning

Fever .
A Plasma leakage Signs
A Tourniquet or blood ASevere Dengue

pressure cuff test

ADengue Shock Syndrome

A Marked plasma leakage
leading to shock






Clinical Manifestation

Alncubation periodd 3-14 days; symptoms develop between
4-7 days after bite

APhases of Infection o
A FebrileA KA 3 K 3 NJ R SC, RA &y8 pain, joinbpgird @sh
A Hemorrhagic manifestations may be observed

A Leukopenia and thrombocytopenia common; AST levels are frequently
elevated

A CriticalA defervescencé3-7 days of infection}y a small
proportion of patients (t{plcall children and young adults) develop

a systemic vascular leak syndrome
A The critical phase lasts for 24 to 48 hours.
A Hemorrhagic manifestations may be observed
A Recoven lasts two to four days; adults may have profound
fatigue for days to weeks after recovery

AUsual manifestationsy, encephalitis, hepatitis, myocarditis,
splenomegaly, etc.
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CDC recommends dengue virus testing for:

* Anyone who lives in or traveled to areas [/ where dengue virus is
transmitted and has recently experienced signs and symptoms of dengue
ilness.

© Signs and symptoms of dengue may include fever, headache, rash,
body aches, and bleeding manifestations. Symptoms may be mild or
severe, Severe dengue often requires hospitalization. Dengue can
occasionally present with signs and symptoms of aseptic meningitis or
encephalitis.

* Symptomatic pregnant women with possible dengue or Zika virus
exposure*

Dengue virus testing is not recommended for;

* Asymptomatic patients

* Preconception screening

Diagnostic Tests for Dengue and Specimens

<7 Days After Symptom >7 Days Post Symptom

Diagnostic Test Specimen Types
® Onset Onset P P
Serum, plasma, whole blood,
Malecular Tests v — P _ ,
cerebrospinal fluid*
Dengue Virus Antigen
=E08 , eel v — Serum
Detection (NS1)
Serologic Tests v v Serum, cerebrospinal fluid*
Tissue Tests Ng Ng Fixed tissue

* Testing cerebrospinal fluid is recommended in suspect patients with central nervous system clinical manifestations such as
encephalopathy and aseptic meningitis.
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IMAGES IN HEMATOLOGY

Plasmacytoid lymphocytes: a clue to
dengue diagnosis
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High incidence of peripheral blood plasmacytosis in patients with

dengue virus infection
Qinical Microbiology and Infecdon, Volume 17 Number 12, December 201 |
K. T. D. Thai", J. A Wismeijer’, C, Zumpolle’, M. D. de Jong™", M. J. Kersten® and P. . de Vries'?

LABMEDICINE = \olume 38 Number 1 = January 2007




Cell Host & Microbe 16, July 9, 2014 Cell Host Microbe. 2014 July 9; 16(1): 115-127. i A5
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Figure 1. Identification of CD14°CD16" Monocytes Involved in Plamablast Differentiation
CD14*CD16" monocytes increase in humans and nonhuman primates following DENV infection. This monocyte population migrates to the lymph node and

expresses markers of subcapsular sinus macrophages, which are capable of activating antigen-specific B cells. CD14°CD16" monocytes stimulate plasmablast
formation in vitro, driven by BAFF, APRIL, and IL-10. lllustrated by Sara Watson.



Dengue Fever Mimicking Plasma Cell Leukemia

John M. Gawoski, MD; Winnie W. Ooi, MD

(Arch Pathol Lab Med. 2003:127:1026-1027)

Peripheral Blood Plasmacytosis Not Associated With Hematologic Malignancy in Which Plasmactyosis or Combined
Plasma Cells and Plasmacytoid Cells Exceeded 10% of Circulating White Blood Cells*

Plasma Cells Plasmacytoid Cells
Absolute Absolute
Diagnosis % (x10°/pl) % (x10%/pL) Reference
Sickle cell anemia, parvovirus B19 ~50 ~15 Koduri and Naides*
Mononucleosis-like syndrome 38 3.84 Komiya and Kuriya®
Serum sickness (equine tetanus antitoxin) 30 4.83 Barnett et al®
Azathioprine toxicity 23 3.6 Kathol and Hamilton’
Serum sickness (diphtheria antitoxin) 21 . . . Schmidt et al®
This case 19 1.1 9 0.52 i
Rubella (multiple cases) 13 0.9 0.5 0.03 Hickling®
Streptokinase therapy 9 1.01 13 2.2 Corden et al?
Alcoholic liver disease 8 1.34 " 1.89 Moake et al"!
Sulfisoxazole therapy b 0.82 14 1.9 Moake et al'”
Hyperimmunization (tetanus toxoid) b I 5 0.84 Moake et al"
Pokeweed ingestion (multiple cases) 10.8 A Barker et al*?

* Where multiple cases are noted, the most extreme is shown.




Dengue Vaccine

AA vaccine to prevent dengu®éngvaxi®, live attenuated
vaccine) is licensed and available in some countries for
people ages 95 years old. WHO recommends that the
vaccine only be given to persons with confirmed prior

dengue virus infection.

AThe vaccine manufacturer, Sanofi Pasteur, announced in
2017 that people who receive the vaccine and have not
been ]prewously Infected with a de_n?ue virus may be at
rsk o developlndg severe dengue If they get dengue after
being vaccinated.

ADengue Vaccine in the United States

A In May 2019Dengvaxi® wasapprovedby the U.S. FDA in USA for
use in children 46 years old living in an area where dengue is
common (the US territories of American Samoa, Guam, Puerto Rico
and the US Virgin Islands), with laboratory confirmed prior dengue

virus infection.



Take Home Points

ADengue fever global public health threat
AClinical History, especially travel

ANot allplasmacytosigre neoplastic
ABring mosquito repellent!!!




19-0902
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MahendraRanchod Good Samaritan Hospital

41-yearold male presented with abdominal
pain. CT scan show@&tmcircumscribed mass in
retroperitoneum superior to right kidney.


https://pathslides.elcaminohospital.org/
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Myelolipoma

Adrenal

Kidney

Liver
Retroperitoneum
Mediastinum
Thyroid gland
Lung

Nasal Cavity



Myelolipoma

A Small lesions are asymptomatic
A Large tumors (up to 30cm) symptomatic because of:
AlInfarction of the tumor
AlInfarction with hemorrhage and cystic change
A Extratumoral hemorrhage
AExtensive cystic change uncommon and due to
resorptionof blood



19-0903
(scanned slide aval slides)

Rebekah Wieland/Melissa Clark/Dean ForlfgAVA

70-yearold male with past medical history 6fTN HLD afib,
hypothyroidism, and anemia with recent pneumonia and incidentally
found 8cmleft renal mass on CT encasing vasculature with-paréic
lymph nodes. IR guided biopsy was rhagnostic. Radical
nephrectomy with pelvic lymph node dissection performed


https://pathslides.elcaminohospital.org/
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Rebekah Wieland, MD, Melissa Clark, MD, Dean Fong,
DO
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Differential Diagnosis

A2 versus 1 ?
AMultiple myeloma and follicular lymphoma

AMarginal zone lymphoma withlasmacytic
differentiation

ALymphoplasmacytic lymphoma

AFollicular lymphoma witlplasmacytic
differentiation



Diagnosis

AB-cell lymphoproliferative disorder
plasmacytidifferentiation

1. Pending FISH for BCL2
AWSOZ2YYSYRX
1. Bone marrow biopsy

2. Bone survey
3. { SNZ { 2 3 ASBERIPERfréeHid

with

ht chains,

Immunoglobulin levels



BCL2: Both lymphocytic and
plasmacytiareas




Final Diagnosis:

Favor follicular lymphoma,
WHO grade @, with plasmacytic
differentiation



Follicular lymphoma with
plasmacytidifferentiation

ARare morphologic variant of follicular lymphoma

AFirst series described by Keith et al in 1985: identified 198
cases of follicular lymphoma

A 17 (8.6%) large numbers of plasma cells
A 7 (3.5%) monotypic
AFrizzeraet al 1986 had 6 cases FL with monotypic
plasmacytiaifferentiation
A 4 disseminated disease g&tranodaldisease, 4 serurparaproteins

A Median survival 40 months
A Survival and clinical features closer to LPL than follicular lymphoma

A Gradowsket al 2010 examined 14 cases

A Plasma cells and lymphoid cells separated: BCL2 shared in 7/14
cases



Further WorkUp

ABone marrow biopsy:

A Plasma cell neoplasm, lambda IgA restricted plasma cells 60%
marrow cells

APET scan no osseous involvement

ASPEP positive for abnormal proteins, lambda chains
>5000 and IgA >2000

AHypercalcemia

ATreat for multiple myeloma first witCyBORD
(cyclophosphamiddyortezomihh and dexamethasone)

AFollowup therapy folliculatymphoma with rituximab
pluslenalidomide



Final Diagnosis

AFollicular lymphoma present

A? Relationship to plasma cells neoplaznal
multiple myeloma



Take Home Lessons

APlasmacytimeoplasms have a diverse differential
diagnosis
ATreatment implications
ADue to follicular lymphoma bone marrow transplant
Ineligible
AClinical, laboratory and pathologic correlation
required for definitive WHO classification
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SarahCherny Kaiser SF

/1-yearold female withrdcmmass incidentally
discovered orCXRIndeterminate on imaging for
mediastinal origin vs pleural/pulmonary origin









