SB 6271
Sebastian FernandeRol/Yaso

Natkunam: Stanford

22-yearold man who reports recent history
of night sweats, fatigue, and4b weight
loss. Ultrasound imaging studies reported
prominent lymph nodes up to 2.3cm. Right
cervical LN.
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Differential diagnosis

AT-cell lymphoma

ANecrotizing lymphadenitis
AHerpes simplex{SV-associated lymphadenitis
Alnfections (fungal, mycobacterial)
ACatscratch disease

AKikuchiFujimoto disease or histiocytic necrotizing
lymphadenitis









Additional studies

ANegative viral stains:
AEBER
ACMV
AHSV1/2

AA corresponding flow cytometry study showed no
aberrant Fcell antigen expression.



KikuchiFujimoto disease
histologic features

Morphology

ACan be classified into 3 evolving histologic phases:

A Proliferative
A Expanded paracortex with increases in various histiocytes and
plasmacytoiddendritic cells

A Admixed with variable number of lymphocytes gayorrhectic
nuclear debris

A Necrotizing
A Necrosis of any degree with proliferative features described above

A Xanthomatous
A When foamy histiocytes predominate
A +/- necrosis



KikuchiFujimoto disease
histologic features

Immunohistochemistry

APredominance of T cells (mostly CD8+) and
histiocytes MIPO+ and CD68+)

ARelative large numbers of CD123asmacytoid
dendritic cells



KikuchiCdz2 A Y202 RAA&SI!
associations

A Presents in individuals under the age of 30
A Women are more frequently affected than men (4:1)

A Netutrc%penia and lymphocytosis in the peripheral blood occurs in 50% of
patients

A Many patients are of Asian descent??
A Laboratory testing is typically negative for ANA, dsDNA, and EBV??

A Necrotizing lymphadenitis without neutrophilic infiltration (in contrast to
SLEymphadéenopathy)



Medicine * Volume 93, Number 24, November 2014

Kikuchi-Fujimoto Disease
Retrospective Study of 91 Cases and Review of the Literature

Guillaume Dumas, MD, "Virginie Prendki, MD, Julien Haroche, MD, PhD,

Zahir Amoura, MD, PhD, Patrice Cacoub, MD, PhD, Lionel Galicier, MD, Olivier Mever, MD,
PhD, Christophe Rapp, MD, Christophe Delignv, MD, Bertrand Godeau, MD, PhD,
Elisabeth Aslangul, MD, PhD, Olivier Lambotte, MD, PhD, Thomas Papo, MD, PhD,
Jacques Pouchot, MD, PhD, Mohamed Hamidou, MD, PhD, Claude Bachmeyer, MD,

Eric Hachulla, MD, PhD, Thierry Carmoi, MD, Robin Dhote, MD, Magdalena Gerin, MD,
Arsene Mekinian, MD, Jerome Stirnemann, MD, PhD, Frederic Charlotte, MD,
Dominique Farge, MD, PhD, Thierry Molina, MD, PhD, and “Olivier Fain, MD, PhD



TABLE 4. Comparison of Kikuchi-Fujimoto disease manifestations between previous and present series

Dumas Cheng Young Song Yu Tsang Treilleux Kikuchi Dorfman Pileri Turner
et al. et al, et al. et al, Kuo et al, et al. etal. etal. et al. etal.
Reference Present report (11) (58) (85) (46) (79) (78) (38) (16) (60) (81)
Year of publication 2014 2010 2009 2005 1995 1994 1991 1990 1988 1982 1982
jents 0] 103 102 58 79 75 1] 276 108 27 30
I Country France Taiwan Korea Taiwan Taiwan Hong-Kong France Japan USA/other Germany USA I
CounTes
Age (yr) 30 24.6 26.7 249 26.8 25.5 23 269 30 266 28
Sex ratio M/F 13 1/2.6 1/3.6 1/1.76 1/1.1 1/2.75 1/2.7 1/1.56 1/4 1/2.85 1/9
Caucasian (%) 3 0 0 0 0 - 63.6 - 63 96 63
Afro-Caribbean (%) 319 0 0 0 0 - 364 - 5 - 0
ian (%) 132 L00 100 100 100 100 0 100 - 2
Localized nodes (%) 48 74.9 10.8 94.8 97 04.6 9% 97.5 86 555 76.7
Generalized nodes (%) 52 231 39 52 13 53 - 113 12 222 233
Fever (%) 67 379 73.5 43 48.4 385 45.5 302 3 50 6.7
Night sweats (%) 4 5.6 8.8 2 - - 36.4 - 6,5 - 3
Arthralgia (%) 341 26 6.9 3 - - 213 - 37 - -
Rash (%) 329 4.1 2 3 1.26 - 9 - 37 - 33
Hepato-splenomegaly (%) 148 - 3 - - - - 83 285 10
Leucopenia (%) 349 23.1 53.3 29 42.9 45.5 18 58.3 20 25 16.7
. ANA at diagnosis (%) 422 8.9 304 ~ 25 b ~ ~ ] - -1
Inflammatory syndrome (%) 564 78.9 - 14 - - - - - 71 -
Corticosteroid Treatment (%) 319 12.7 7 - - - - - ~ -
Associated viral disease (%) 8.8 0 - - - - - - - -
Recumence (%) 176 7 20.6 33 3 18.2 - -

ANA = Anti nuclear antibody.

*

 defined by elevated ESR or C-RP,
" data available in 46 patients.




TABLE 1. Baseline characteristics of Kikuchi-Fujimoto patients

N (%) (n=91) NR
Laboratory features
Inflammatory syndrome (C-RP> 10 mg'l; ESR> 20mm) H564) 13
Neutropenia (PNN< 1500/mm3) 28 (33) 8
Lymphopenia (< 1500'mm3) 53 (6338) 8
Thrombocytopenia (<150 000‘mm3) 12 (19) 28
Elevated liver enzymes (ALAT> 42U1) 20 (244) 49
Increased LDH (>460UL1) 44 (815) 37
ANA 33(452) 18
Anti ds-DNA 11 (18) 30
Positive viral serolooy® 8 (8.8) -
Treatment
NSAIDs 6 (6.6) -
Corticosteroids 29(319) -
Hydroxychloroguine 16 (17.6) -
IVIG 333) -
Antibiotics 36 (39.6) -
Outcome
SLE 12(13) =
Recurrence 16 (20.7) 4

Abbreviations: ANA = Anti nuclear antibody: CRP = C-reactive protein; ds-DNA = double stranded DNA antibody: ESR = Erythrocyte sedimentation rate;
IVIG=Intravenous Immunoglobulins; LDH = Lactate deshydrogenase; NSAIDs = non-steroidal anti-inflammatory drugs: SLE =Systemic Lupus Erythe-

malosus.
" not recorded.
" Median (QI1-Q3).

* theumatoid arthritis (1), Antiphospholipid syndrome (1), severe Raynaud's phenomenon (2), mixed connective (1), HIV(2), Sickle cells disease (2). end

stage chronic kidney disease (1).
¥ Epstein Barr Virus (EBV) =4: Parvovirus B19 =2, Human Herpes virus 6 (HHV6) = 1. Coxsackie A=1.




Clinicepathologic differential
diagnosis

AKikuchi lymphadenopathy versus Sidsociated
adenitis
ABoth share clinical and pathologic findings

ADiagnosis of SLE can precede, follow, or coincide with
the diagnosis of KFD



Clinical behavior

AThe outcome is usually favorable

AMost patients show spontaneous resolution of the
symptoms and lymphadenopathy withirg4
months of the diagnosis

ARare cases of fatal progression have been describec



Take home points

ADo not make a diagnosis ofc€ll lymphoma in a young
patient before considering Kikuckujimoto disease

ARule out infectious causes of necrotizing lymphadenitis
(e.g. EBV, HSV, CMV, bacterial, fungal)

ASome histolo?ic features are associated with Kikuchi
over SLE, but even rigorously classified cases of Kikuch
are associated with a diagnosisSifE

AProvide a differential diagnosis, recommend viral, ANA,
and dsDNA studies
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SB 6272
JoshMenke/John Higgins/Dita
Gratzinger Stanford

69-yearold man with cirrhosis secondary to
hepatitis B and autammune hepatitis,
complicated by hepatocellular carcinoma.
Tissue submitted: explant liver.



Clinical History

A 69 year old man with cirrhosis secondary to
hepatitis B and autoimmune hepatitis,
complicated by hepatocellular carcinoma

A Now status post liver transplant; native liver
sampled for pathology review

A Native liver shows chronic hepatitis with grade
2 activity and stage 4 fibrosis
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Differential Diagnosis?
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South Bay Case

Joshua Menke
John Higgins
Dita Gratzinger

Stanford University



Differential Diagnosis

A Metastatic carcinoma (e.g. hepatocellular)
A Metastatic melanoma

A Intravascular lymphoma

A Reactiveangioendotheliomatosis
























Additional iImmunostains

AMUML1 and CD10 both negative
A CD30 negative



Final Diagnosis

A Intravascular large B cell lymphoma in
perihilar area of native liver explant*

A Chronic hepatitis with grade 2 activity and
stage 4 fibrosis; negative for residual
carcinoma

A One (1) lymph node with no tumor

*No lymphoma was found in lymph node or native liver explant



B
Intravascular
large Bcell
lymphoma
A

w

N et lymphoid
hyperplasia






Cytogenetics

A FISH POSITIVE FBRLEREARRANGEMENT [48/200 nuclei]
A FISH NEGATIVE FBRL.ANDMYCREARRANGEMENTS






Follow up

A 6 months after liver transplant, liver biopsy
showed evidence of acute rejection

A 6 weeks later, the patient passed away

A Postmortem cultures from multiple organs
grew enterococcus

Ab2 SOARSYOS 2F GKS LI
large Bcell lymphoma as noted on full body
autopsy



| iterature review

A Prior single case report describes a similar
presentation: cirrhosis associated with hepatitis C;
explanted liver showed involvement of small hilar
vessels by IVLBCL; in this case-g@mminal center
type (CD1Q BCL§

I However, adrenal biopsy showed diffuse largee
lymphoma with intravascular component

RoshaM, Till BG, Fromm JR, Cherian S. Intravascular large B cell lymphoma
presenting in a liver explant. J Clin Pathol. 2008 Jul;61(#8877



Discussion

A Given the lack of systemic findings in an
Immunosuppressed patient after 6 months of
follow-up, this also raises the question of
whether bona fide IVLBCL can be a localized
Indolent phenomenon associated with local
factors such as hepatit@ssociated inflammation

A Various Bcell lymphomas have been associated
with chronic hepatitis C infection, but not IVLBCL

ViswanathaDS DoganA. Hepatitis C virus and lymphoma. J Clin Pathol. 2007
Dec;60(12):13783.



SB 6273
EllahShamir/Jessica Davis; UCSF

12-month-old girl presented with a
prominence In left parietal bone that on CT
appeared welcorticated with a smooth
margin, radiographically suspicious for
fibrous dysplasia.
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12-month-old girl with a prominence In
the left parietal bone, radiographically
suspicious for fiobrous dysplasia

Dr. Eliah Shamir, P&Y
Dr. Jessica Davis, Assistant Professor (OHSU)

Dr. Jeffry Simko, Professor

Department of Pathology, UCSF

South Bay Meeting
June 4, 2018



CT Maxillofacial without Contrast
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Well-corticated skull thickening with grounglass medullary space
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Diagnosis:
Extensive trilineage hematopoiesis with
skull expansion and red cell sickling

Subsequent workip:

Salvadoran, no family history

Mild normocytic anemia

Hemoglobin electrophoresidib A/S = Sickle cell trait

Full sequencing: No mutations in alpha or beta globin ger



Peripheral smear
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Differential diagnosis:

A Increased hematopoietic drive

i Thalassemia syndromes &nd! )
I Structural hemoglobin variant$1pS HbE HbQ



Bone involvement in sickle cell diseas

A Vasoocclusive crises
A Osteomyelitis
A Stress fractures

Chronic ischemia/infarction
Bone marrow hyperplasia

A Avascular necrosis (femoral/humoral head)
A Osteoporosis
A Impaired growth

Ejinduet al, RadioGraphic007;27.
Almeida and Robert8JH2005;129.



Do o Io  D»

Intramedullary Marrow Hyperpla3|a

Increased demand for erythropmes
due to chronic red cell destruction

Persistence of red marrow in all
bones In Infants

Cortical thinning and medullary
widening / expansion

Coarsening of normal trabecular
pattern in both long and flat bones

. A 02y O-S5dzit K é
deformity of vertebral bodies

Ejinduet al, RadioGraphic007;27.
Almeida and Robert8JH2005;129.



Intramedullary Marrow Hyperplasia

A Skull changes:

N ’ /‘
- —_—

Widening of medullary cavity with + SNI A GOndS yRE | BNINA | G A2y
thinning of inner and outer tables due to new trabeculae

Ejinduet al, RadioGraphic007;27.



State Newborn Screening (NBS)

A Since 2006, detects sickle cell disease (SCD) an
sickle cell trait (SCT)

i Primary targets: Hb SS, S&€,t8al

A Goal Early detection improves health outcomes
I Penicillin prophylaxis fdstreppneumo
I Family education (e.g. redugascocclusive crises)
I Genetic counseling / family planning

Hemoglobinopathies: Current Practices for Screening, Confirmation, and RdgiipAPHL 2015



To J>o o I I J> T

SCTlassocliated conditions

Renal medullary carcinoma
Hematuria

Renal papillary necrosis
Splenic infarction
Exercisaelated deaths
Thromboembolic disease
Pregnancyrelated complications

Ojoduet al, MMWR2014; 63(49).



Incidence of SCT based on NBS (2(

A U.S. (44 states)

I 15.5 per 1,000 newborns overall
I 73.1 per 1,000 black newborns
I 6.9 per 1,000 Hispanic newborns

A California

I 8.2 per 1,000 newborns overall
I 68.8 per 1,000 black newborns
I 5.9 per 1,000 Hispanic newborns

Ojoduet al, MMWR2014; 63(49).



Take Home Points

A Skullbased hematopoiesis in a child is unusus
A Consider congenital anemias

A Recommend further hematologic wotkp

A Early detection benefits patients and families



SB 6274
Anne MarieAmacherJeftf Simka
UCSF

66-yearold man with kidney tumor
measuring at least 5cm.
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