
SB 6271
Sebastian Fernandez-Pol/Yaso

Natkunam; Stanford
22-year-old man who reports recent history 
of night sweats, fatigue, and 3-4lb weight 
loss. Ultrasound imaging studies reported 
prominent lymph nodes up to 2.3cm. Right 

cervical LN.













DIAGNOSIS?





Differential diagnosis

ÅT-cell lymphoma

ÅNecrotizing lymphadenitis
ÅHerpes simplex (HSV)-associated lymphadenitis

ÅInfections (fungal, mycobacterial)

ÅCat-scratch disease

ÅKikuchi-Fujimoto disease or histiocytic necrotizing 
lymphadenitis



MPO



MPO



Additional studies

ÅNegative viral stains:
ÅEBER

ÅCMV

ÅHSV-1/2

ÅA corresponding flow cytometry study showed no 
aberrant T-cell antigen expression.



Kikuchi-Fujimoto disease 
histologic features
Morphology
ÅCan be classified into 3 evolving histologic phases:
ÅProliferative
ÅExpanded paracortex with increases in various histiocytes and 

plasmacytoiddendritic cells
ÅAdmixed with variable number of lymphocytes and karyorrhectic

nuclear debris

ÅNecrotizing
ÅNecrosis of any degree with proliferative features described above

ÅXanthomatous
ÅWhen foamy histiocytes predominate 
Å+/- necrosis



Kikuchi-Fujimoto disease 
histologic features
Immunohistochemistry

ÅPredominance of T cells (mostly CD8+) and 
histiocytes (MPO+ and CD68+)

ÅRelative large numbers of CD123+ plasmacytoid
dendritic cells



Kikuchi-CǳƧƛƳƻǘƻ ŘƛǎŜŀǎŜ άǘȅǇƛŎŀƭέ 
associations
ÅPresents in individuals under the age of 30

ÅWomen are more frequently affected than men (4:1)

ÅNeutropenia and lymphocytosis in the peripheral blood occurs in 50% of 
patients

ÅMany patients are of Asian descent??

ÅLaboratory testing is typically negative for ANA, dsDNA, and EBV??

ÅNecrotizing lymphadenitis without neutrophilic infiltration (in contrast to 
SLElymphadenopathy)









Clinico-pathologic differential 
diagnosis
ÅKikuchi lymphadenopathy versus SLE-associated 

adenitis
ÅBoth share clinical and pathologic findings

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



Clinical behavior

ÅThe outcome is usually favorable

ÅMost patients show spontaneous resolution of the 
symptoms and lymphadenopathy within 1ς4 
months of the diagnosis

ÅRare cases of fatal progression have been described



Take home points

ÅDo not make a diagnosis of T-cell lymphoma in a young 
patient before considering Kikuchi-Fujimoto disease

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

ÅSome histologic features are associated with Kikuchi 
over SLE, but even rigorously classified cases of Kikuchi 
are associated with a diagnosis of SLE

ÅProvide a differential diagnosis, recommend viral, ANA, 
and ds-DNA studies
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SB 6272
Josh Menke/John Higgins/Dita 

Gratzinger; Stanford
69-year-old man with cirrhosis secondary to 

hepatitis B and auto-immune hepatitis, 
complicated by hepatocellular carcinoma. 

Tissue submitted: explant liver.



Clinical History

Å69 year old man with cirrhosis secondary to 
hepatitis B and autoimmune hepatitis, 
complicated by hepatocellular carcinoma

ÅNow status post liver transplant; native liver 
sampled for pathology review

ÅNative liver shows chronic hepatitis with grade 
2 activity and stage 4 fibrosis





Careful review 
of perihilararea 
reveals

Reactive 
lymphoid 

hyperplasia











Differential Diagnosis?



DIAGNOSIS?





South Bay Case

Joshua Menke
John Higgins
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Differential Diagnosis

ÅMetastatic carcinoma (e.g. hepatocellular)

ÅMetastatic melanoma

ÅIntravascular lymphoma

ÅReactive angioendotheliomatosis



CD20



CD3



c-Myc



BCL2

BCL2



BCL6

BCL6



Ki-67



EBER

EBER



Additional immunostains

ÅMUM1 and CD10 both negative

ÅCD30 negative



Final Diagnosis

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

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

ÅOne (1) lymph node with no tumor

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



Intravascular 
large B-cell 
lymphoma

Reactive 
lymphoid 

hyperplasia





Cytogenetics

ÅFISH POSITIVE FOR BCL6REARRANGEMENT [48/200 nuclei]

ÅFISH NEGATIVE FOR BCL2AND MYCREARRANGEMENTS 



BCL2 FISH PIC



Follow up

Å6 months after liver transplant, liver biopsy 
showed evidence of acute rejection

Å6 weeks later, the patient passed away

ÅPostmortem cultures from multiple organs 
grew enterococcus

Åbƻ ŜǾƛŘŜƴŎŜ ƻŦ ǘƘŜ ǇŀǘƛŜƴǘΩǎ ƛƴǘǊŀǾŀǎŎǳƭŀǊ 
large B-cell lymphoma as noted on full body 
autopsy



Literature review

ÅPrior 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 non-germinal center 
type (CD10-, BCL6-)

ïHowever, adrenal biopsy showed diffuse large B-cell 
lymphoma with intravascular component

RoshalM, Till BG, Fromm JR, Cherian S. Intravascular large B cell lymphoma 
presenting in a liver explant.  J Clin Pathol. 2008 Jul;61(7):877-8.



Discussion

ÅGiven 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 hepatitis-associated inflammation
ÅVarious B-cell 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):1378-83. 



SB 6273
EliahShamir/Jessica Davis; UCSF

12-month-old girl presented with a 
prominence in left parietal bone that on CT 

appeared well-corticated with a smooth 
margin, radiographically suspicious for 

fibrous dysplasia.

















DIAGNOSIS?



12-month-old girl with a prominence in 
the left parietal bone, radiographically 

suspicious for fibrous dysplasia

Dr. Eliah Shamir, PGY-2
Dr. Jessica Davis, Assistant Professor (OHSU)

Dr. Jeffry Simko, Professor
Department of Pathology, UCSF

South Bay Meeting
June 4, 2018



CT Maxillofacial without Contrast

Well-corticated skull thickening with ground-glass medullary space



Skull expansion



Trilineage hematopoiesis and red cell sickling

Postnatal hematopoiesis typically occurs in 
long bones, vertebrae, and pelvis.



Diagnosis:
Extensive trilineage hematopoiesis with 

skull expansion and red cell sickling

Subsequent work-up:

- Salvadoran, no family history
- Mild normocytic anemia
- Hemoglobin electrophoresis:  HbA/S = Sickle cell trait
- Full sequencing:  No mutations in alpha or beta globin genes



Peripheral smear

CBC:
Hb 9.4
Hct27%
MCV 80



Differential diagnosis:

Å Increased hematopoietic drive

ï Thalassemia syndromes (hand ̡ )

ï Structural hemoglobin variants (HbS, HbE, HbC)

Å Decreased marrow space / capacity

ï Leukemia/lymphoma

ï Myelodysplastic syndrome



Bone involvement in sickle cell disease

Å Vaso-occlusive crises

Å Osteomyelitis

Å Stress fractures

Å Avascular necrosis (femoral/humoral head)

Å Osteoporosis

Å Impaired growth

Acute

Chronic

Chronic ischemia/infarction
Bone marrow hyperplasia

Ejinduet al, RadioGraphics2007;27.
Almeida and Roberts, BJH 2005;129.



Å Increased demand for erythropoiesis 
due to chronic red cell destruction

Å Persistence of red marrow in all 
bones in infants

Å Cortical thinning and medullary 
widening / expansion

Å Coarsening of normal trabecular 
pattern in both long and flat bones 

Ejinduet al, RadioGraphics2007;27.
Almeida and Roberts, BJH 2005;129.

Intramedullary Marrow Hyperplasia

.ƛŎƻƴŎŀǾŜ άŦƛǎƘ-ƳƻǳǘƘέ 
deformity of vertebral bodies



Å Skull changes:

Ejinduet al, RadioGraphics2007;27.

±ŜǊǘƛŎŀƭ άƘŀƛǊ-on-ŜƴŘέ ǎǘǊƛŀǘƛƻƴǎ 
due to new trabeculae

Widening of medullary cavity with 
thinning of inner and outer tables

Intramedullary Marrow Hyperplasia



State Newborn Screening (NBS)

Å Since 2006, detects sickle cell disease (SCD) and 
sickle cell trait (SCT)

ï Primary targets: Hb SS, SC, S- t̡hal

Å Goal: Early detection improves health outcomes

ï Penicillin prophylaxis for Strep pneumo

ï Family education (e.g. reduce vaso-occlusive crises)

ï Genetic counseling / family planning

Hemoglobinopathies: Current Practices for Screening, Confirmation, and Follow-Up, APHL 2015



SCT-associated conditions

Å Renal medullary carcinoma

Å Hematuria

Å Renal papillary necrosis

Å Splenic infarction

Å Exercise-related deaths

Å Thromboembolic disease

Å Pregnancy-related complications

Ojoduet al, MMWR2014; 63(49).



Incidence of SCT based on NBS (2010)

ÅU.S. (44 states)
ï15.5 per 1,000 newborns overall

ï73.1 per 1,000 black newborns

ï6.9 per 1,000 Hispanic newborns

ÅCalifornia
ï8.2 per 1,000 newborns overall

ï68.8 per 1,000 black newborns

ï5.9 per 1,000 Hispanic newborns

Ojoduet al, MMWR2014; 63(49).



Take Home Points

ÅSkull-based hematopoiesis in a child is unusual

ÅConsider congenital anemias

ÅRecommend further hematologic work-up

ÅEarly detection benefits patients and families



SB 6274
Anne Marie Amacher/Jeff Simko; 

UCSF

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










