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SB 5981

A 69-yearold male presents with abnormal LFTs
(ALT 600 U/L, AST 680s U/Lalkphos 200s
U/L, normal bilirubin). Liver biopsy performed.

A ThuyNguyen; MillsPeninsula












oWy

Fly







SAFAYy24A4Xad



Liver Biopsy




Nonnecrotizing granulomas with mild portal
and lobular chronic inflammation



Differential for NoRNecrotizing
Granulomas In Liver Biopsy

A Infectious etiologies

I Fungal, bacterial, parasitic

A Hypersensitivity

T> T

I Drugs

i Metals
Immunological diseases
I Common variable immunodeficiency
Chronic granulomatous disease
Polymyalgiaheumatica
Primary biliary cirrhosis
Systemic lupus erythematosus
Vascular disease

Foreign material
Neoplasm

i Extrahepatianalignancy
I Hodgkin disease

i NonHodgkin lymphoma
Scaroidosis
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Common Variablémmunodeficency

(CVID)

Genetic immunodeficiency disorder

1:25,000
~ 90% of CVID resultém a sporadienutation

~ 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)

Immunological features:

Impaired B cell function
Hypogammaglobulinemia
T cell or antigen presenting cell abnormalities

Defined by:

Markedly reduced serum concentrations of immunoglobulin G (1gG), in combination with low levels of
immunoglobulin A (IgAand/or immunoglobulin M gM)

Pooror absent response tonmunizations
Anabsence of any other defined immunodeficierstgte

Dlagnosed in childhood but more typically after puberty

CVID data from th&uropean Society fdmmunodeficienciesegistry between 2002012, 34% of patients
were diagnosed before 10 years of age.

In studies from United States centers, approximately 20% of patients are diagnosed before the age of 20
years
The majority of patients are diagnosed between the ages of 20 and 45



CVID ClinicdManifesations

A In a series of 473 patients from one center, the following disorders were diagnoset
over the course of 40 years:

i Infections (94%)

Hematologic or orgasspecific autoimmunity (29%)

Chronic lung disease (29%)

Bronchiectasis (11%)

Gastrointestinal inflammatory disease (15%)

Malabsorption (6%)

Granulomatous disease (10%)

Liver disease/hepatitis (9%)

Lymphoma (8%)

Other cancers (7%)

A Some exhibit autoimmune manifestations

I Autoimmune conditions are diagnosed in almost aparter of CVID patients and can be the
presenting disorder
A Less likely to have a history of repeated infections and more likely to have
A This group have become more prominent (possibly because of treatment lowering chronic infection)



Liver in CVID

A Elevated alkaline phosphatase (ALP)
I Progressive elevation
I Fluctuating increases
| Transient increase

A Mild elevation in AST and ALT

A HepatitisB and C virus infection, primary
biliary cirrhosis, and granulomatous liver
disease have beemported

A Nodular regenerative hyperplasia



Nodular Architecture




Nodular Architecture




Hepatocyte Atrophy and Regenerative
Changes




Patchy Sinusoidal Fibrosis




Nodular Regenerative Hyperplasia
(NRH)
A Wanlesgdefined NRH as hepatocellular

nodules of less than 3 mm diameter, not
surrounded by marked fibrosis

A Areas of hepatocyte atrophy and regeneration
A No inflammatory component

A Easy to miss unless sought deliberately

A Reticulin staining is essential to detect NRH

A Clinically may be associated with elevated ALI



CVID and NRH

A CVID patients often develop
I Non-cirrhotic portal hypertension witlgranulomas
I Abscesses
I Smallportal veinlesions
I Nodularregenerativehyperplasia

A Study of 261 patients with CVID showed ~5%
have NRH

A These patients appeared to have higher rates of
autoimmune disease anabnceliacenteropathy
compared with CVID patients without liver
disease



NRH

A Also associated with
I Azathioprine
I Rheumatoid arthritis
I Systemic lupus erythematosus
i CS{ sydd@mie
I Celiac disease
I Hematologic malignancies
I Increased cellular production in bone marrow
A II_Ele_v)ated ALP (typically less than 3 times of upper normal
Imit
I Only 25% of patients exhibit elevated ALP

A Thought to be a result from intrahepati@sculopathy
common to these diseases



CVID and NRH

A NRH can be noprogressive or progress

A Cases with progression shows
I Portal hypertension
I Splenomegaly
I Decreased WBC and platelets
I Ascites, clinical symptoms of cirrhosis
A Subset with autoimmundike syndrome which has a more rapid
progression to liver dysfunction

I Biopsy showed interface hepatitis, bridging necrosis and fibrosis in the portal
areas

I Study showed the majority of the inflammatory cells are CD8ell§ with ce
expression of CD8 and fRCR showed increased production of-lBN Y w b !

T Recent studies of NRH showed increased CB&HI in liver sinusoids
adjacent to areas of hepatocyte atrophy

A 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



NRHMananagement

A Control underlying condition

A Management of complications should they
arise

A Screening to detect evidence of portal
hypertension with endoscopy to identify
varices

A Ultrasound less useful as splenomegaly is see
In CVID In the absence of portal hypertension
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A 71-yearold male with enlarged thyroid gland
and multiple enlarged cervical nodes.

A MahendraRanchod GoodSamaritan
Hospital
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Columnar cell varianof PTC

Uncommon variant of PTC

A0.2% of PTC in Mayo series of 1500
cases, using cut off of 50%

AMore aggressive than conventional
PTC

A? Nonresponsive to &

AMay be confused with colon or
endometrial CA in metastatic sites



Columnar cell variant of PTC

A Reminiscent of TA of colon or atypical
endometrium ¢ with stratified nuclel

A Psammomabodies rare

A Intranuclearinclusions rare
A Mitoses readily found

A Ki-67 up to 50%

A +vefor TTF1

A 10-55% +e for CDX2 (all other thyroid
carcinomas negative)



Columnar cell variant of PTC

Clues to diagnosis

A Familiarity with this variant

A Search for areas of conventional PTC

A Confirm with TTFL andthyroglobulin stains
A Do not be misled by wve CDX2
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A 73-yearold male with right maxillary sinus
mass.

A Ben Buelow/Charles Zaloudek: UCSF
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SchneiderianPapillomas

Exophytic Inverted Oncocytic
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ExophytidPapilloma

A Benign

A Stratified squamous .
epithelium '

A Seromucouglands in
stroma

A IHC not well defined



Inverted Papilloma
A Borderline

I ~10% chance of malignant
transformation

A Epithelium mixed
I (Nonkeratinizing
squamous
I Transitional

I Mucous

A No seromucougylands ir

A

A IHC:coexpressK7, CKS,
CK19, p63, HMWK



Oncocytld:’apllloma

A Benign vs. Borderline?

I 0-17% malignant
transformation

A Multilayered columnar/
oncocyticepithelium

A Seromucouglands in
stroma

A IHC not well defined




SchneiderianPapillomas
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- Seromucous transformation
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A 40-year-old female with history of micro
iInvasive cervical cancer. Cervical biopsy
performed

A Ben Buelow/Charles Zaloudek: UCSF






