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SB 5981 

Å69-year-old male presents with abnormal LFTs 
(ALT 60-90 U/L, AST 60-80s U/L, alk phos 200s 
U/L, normal bilirubin). Liver biopsy performed. 

 

ÅThuy Nguyen; Mills-Peninsula 
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Liver Biopsy 



Non-necrotizing granulomas with mild portal 
and lobular chronic inflammation 



Differential for Non-Necrotizing 
Granulomas in Liver Biopsy 

Å Infectious etiologies 
ï Fungal, bacterial, parasitic 

Å Hypersensitivity 
ï Drugs 
ï Metals 

Å Immunological diseases 
ï Common variable immunodeficiency 
ï Chronic granulomatous disease 
ï Polymyalgia rheumatica 
ï Primary biliary cirrhosis 
ï Systemic lupus erythematosus 
ï Vascular disease 

Å Foreign material 
Å Neoplasm 

ï Extrahepatic malignancy 
ï Hodgkin disease 
ï Non-Hodgkin lymphoma 

Å Scaroidosis 
 



Common Variable Immunodeficency 
(CVID) 

Å Genetic immunodeficiency disorder 
ï 1:25,000 
ï ~ 90% of CVID resulted from a sporadic mutation 
ï ~ 10% percent of patients have at least one family member with either CVID or selective immunoglobulin A 

(IgA) deficiency and demonstrate a familial pattern of inheritance (both autosomal dominant and autosomal 
recessive) 

Å Immunological features: 
ï Impaired B cell function 
ï Hypogammaglobulinemia 
ï T cell or antigen presenting cell abnormalities 

Å  Defined by: 
ï Markedly reduced serum concentrations of immunoglobulin G (IgG), in combination with low levels of 

immunoglobulin A (IgA) and/or immunoglobulin M (IgM) 
ï Poor or absent response to immunizations 
ï An absence of any other defined immunodeficiency state 

Å Diagnosed in childhood but more typically after puberty 
ï CVID data from the European Society for Immunodeficiencies registry between 2004-2012, 34% of patients 

were diagnosed before 10 years of age. 
ï In studies from United States centers, approximately 20% of patients are diagnosed before the age of 20 

years 
ï The majority of patients are diagnosed between the ages of 20 and 45 



CVID Clinical Manifesations 

Å In a series of 473 patients from one center, the following disorders were diagnosed 
over the course of 40 years: 
ï Infections (94%) 
ï Hematologic or organ-specific autoimmunity (29%) 
ï Chronic lung disease (29%) 
ï Bronchiectasis (11%) 
ï Gastrointestinal inflammatory disease (15%) 
ï Malabsorption (6%) 
ï Granulomatous disease (10%) 
ï Liver disease/hepatitis (9%) 
ï Lymphoma (8%) 
ï Other cancers (7%) 

Å Some exhibit autoimmune manifestations 
ï  Autoimmune conditions are diagnosed in almost one-quarter of CVID patients and can be the 

presenting disorder 
Å Less likely to have a history of repeated infections and more likely to have  
Å This group have become more prominent (possibly because of treatment lowering chronic infection)  



Liver in CVID 

ÅElevated alkaline phosphatase (ALP) 
ïProgressive elevation 

ïFluctuating increases 

ïTransient increase 

ÅMild elevation in AST and ALT 

ÅHepatitis B and C virus infection, primary 
biliary cirrhosis, and granulomatous liver 
disease have been reported 

ÅNodular regenerative hyperplasia 



Nodular Architecture 



Nodular Architecture 



Hepatocyte Atrophy and Regenerative 
Changes 



Patchy Sinusoidal Fibrosis 



Nodular Regenerative Hyperplasia 
(NRH) 

ÅWanless defined NRH as hepatocellular 
nodules of less than 3 mm diameter, not 
surrounded by marked fibrosis 

ÅAreas of hepatocyte atrophy and regeneration 

ÅNo inflammatory component 

ÅEasy to miss unless sought deliberately 

ÅReticulin staining is essential to detect NRH 

ÅClinically may be associated with elevated ALP 



CVID and NRH 

ÅCVID patients often develop 
ïNon-cirrhotic portal hypertension with granulomas 
ïAbscesses 
ïSmall portal vein lesions 
ïNodular regenerative hyperplasia 

ÅStudy of 261 patients with CVID showed ~5% 
have NRH 
ÅThese patients appeared to have higher rates of 

autoimmune disease and nonceliac enteropathy, 
compared with CVID patients without liver 
disease 
 
 
 



NRH 

ÅAlso associated with 
ïAzathioprine 
ïRheumatoid arthritis 
ïSystemic lupus erythematosus 
ïCŜƭǘȅΩǎ syndrome 
ïCeliac disease 
ïHematologic malignancies 
ïIncreased cellular production in bone marrow 

ÅElevated ALP (typically less than 3 times of upper normal 
limit) 
ïOnly 25% of patients exhibit elevated ALP 

ÅThought to be a result from intrahepatic vasculopathy 
common to these diseases 



CVID and NRH 

Å NRH can be non-progressive or progress 
Å Cases with progression shows 

ï Portal hypertension 
ï Splenomegaly 
ï Decreased WBC and platelets 
ï Ascites, clinical symptoms of cirrhosis 

Å Subset with autoimmune-like syndrome which has a more rapid 
progression to liver dysfunction 
ï Biopsy showed interface hepatitis, bridging necrosis and fibrosis in the portal 

areas 
ï Study showed the majority of the inflammatory cells are CD3+ T-cells with co-

expression of CD8 and RT-PCR showed increased production of IFN-Ω Ƴwb! 
ï Recent studies of NRH showed increased CD8+ T-cells in liver sinusoids 

adjacent to areas of hepatocyte atrophy  
Å suggesting that NRH may be initiated by destructive autoimmune process mediated by 

CD8+ cells that leads to hepatocyte loss and then a regenerative process that result in 
vascular abnormalities 

 



NRH Mananagement 

ÅControl underlying condition 

ÅManagement of complications should they 
arise 

ÅScreening to detect evidence of portal 
hypertension with endoscopy to identify 
varices 

ÅUltrasound less useful as splenomegaly is seen 
in CVID in the absence of portal hypertension 
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SB 5982 

Å71-year-old male with enlarged thyroid gland 
and multiple enlarged cervical nodes. 

 

ÅMahendra Ranchod; Good Samaritan 
Hospital 
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Columnar cell variant of PTC 

Uncommon variant of PTC 

Å 0.2% of PTC in Mayo series of 1500 
 cases, using cut off of 50% 

Å More aggressive than conventional 
 PTC  

Å ? Non-responsive to  I 131 

Å May be confused with colon or 
 endometrial CA in metastatic sites 
 

 

 



Columnar cell variant of PTC 

ÅReminiscent of TA of colon or atypical 
 endometrium ς with stratified nuclei 

ÅPsammoma bodies rare 

ÅIntranuclear inclusions rare 

ÅMitoses readily found 

ÅKi-67 up to 50% 

Å+ve for TTF-1 

Å10-55% +ve for CDX2 (all other thyroid 
 carcinomas  negative) 

 

 

 



Columnar cell variant of PTC 

   Clues to diagnosis 

 

ÅFamiliarity with this variant 

ÅSearch for areas of conventional PTC 

ÅConfirm with TTF-1 and thyroglobulin stains 

ÅDo not be misled by +ve CDX2 



SB 5983 

Å73-year-old male with right maxillary sinus 
mass. 

 

ÅBen Buelow/Charles Zaloudek; UCSF 
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73 Year Old Man,  
Right Maxillary Sinus Mass 



 



Schneiderian  Papillomas 

Perez-Ordonez, J Clin Pathol, 2009 
 

Exophytic Inverted Oncocytic 



Exophytic Papilloma 

ÅBenign 

 

ÅStratified squamous 
epithelium 

 

ÅSeromucous glands in 
stroma 

 

ÅIHC not well defined 



Inverted Papilloma 
ÅBorderline 
ï~10% chance of malignant 

transformation 

 
ÅEpithelium mixed 
ï(Nonkeratinizing) 

squamous 
ïTransitional 
ïMucous 

 

ÅNo seromucous glands in 
stroma 
 
ÅIHC: coexpress CK7, CK8, 

CK19, p63, HMWK 



Oncocytic Papilloma 

ÅBenign vs. Borderline? 
ï0-17% malignant 

transformation 

 

ÅMultilayered columnar/ 
oncocytic epithelium 

 

ÅSeromucous glands in 
stroma 

 

ÅIHC not well defined 



Schneiderian  Papillomas 

Perez-Ordonez, J Clin Pathol, 2009 
 

- Benign 
 

- Seromucous 
glands in stroma 
 

- Stratified 
squamous 

- Risk of 
malignant 
transformation 
 

- No glands 
 

- Mixed 
epithelium 

- Risk of 
malignant 
transformation 
 

- Seromucous 
glands in stroma 
 

- Oncocytic 
epithelium 

Exophytic Inverted Oncocytic 
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Å40-year-old female with history of micro-
invasive cervical cancer. Cervical biopsy 
performed. 

 

ÅBen Buelow/Charles Zaloudek; UCSF 




