Disclosures
June 6, 2016

Dr. Keith Duncan has disclosed that he receives an hourly fee for slide reviewllveBiotherapeuticsand Oxford
Biotherapeutics The planners have determined that this financial relationship is not relevant to the case being
presented and does not present a conflict of interest.

Dr. Dan Arber has disclosed that he sits on the Advisory BoaAtgadand DavaOncology and that he consults for
Celgene. The planners have determined that this financial relationship is not relevant to the case being presentec
does not present a conflict of interest.

The following planners and faculty had no financial relationships with commercial interests to disclose:

Presenters: Activity Planners:
David Levy, MD Kristin Jensen, MD
MeganTroxell MD, PhD AnkurSangoiMD

Christine Louie, MD
Teri Longacre, MD
PeymanSamghabadiMD
Hannes Vogel, MD
KellyDevereauxMD, PhD
Emily Chan, MD
AndrewHorvaj MD
Sunny Kao, MD
AnkurSangagiMD

Peng Li, MD
RobertOhgamj MD, PhD



SB 6051

David LevyMegan Troxell; Stanford

33-yearold kidney transplant
recipient. TURBT then cystectomy.
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DIAGNOSIS?




33 year old kidney transplant
recipient with hematuria; TURBT
then cystectomy









Clinical Course and Outcome

A 33 year old kidney transplant recipient
I Kidney transplant at age 23

I Post transplant biopsies negative for viral
nephropathy
I 10 years post transplant, developed UC

I Cystoprostatectomy
ABK polyoma viremia (uptrending)
ALung and brain metastasis
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Post Transplant Viral Induced
Oncogenesis

A Anogenital carcinomas (HPV)
APTLD (EBV)
A Kaposi sarcoma (HHVS8)

A Urothelial carcinoma:

I Immunosuppressed renal transplant patients are
3-4x more likely to develop urothelial carcinoma

ABK virus?




Polyomavirus large T antigen 1is prevalent in
urothelial carcinoma post-kidney transplant

Table 2 Clinical parameters and outcome of UC cases in post—kidney transplant patients

Patient Age (y)/sex at

Large T Polyoma Cr level at cancer Clinical outcome

no. cancer diagnosis [HC viremia diagnosis (mg/dL)

] 33, Male + Yes 1.6 Died of bladder cancer

2 50, Male + Yes 1.6 Persistent high creatinine
3 31, Male + Yes 1.85 Elevated creatinine

4 71, Male + Neg 1.4 Persistent high creatinine
5 58, Female = Neg 1.1 Died of bladder cancer

6 35, Female - ND 1.3 Died of cancer, sepsis

7 76, Male = Neg 1.4 Lost to follow-up

8 86, Male - ND <] Normal creatinine

9 80, Male - Yes 1.1 Normal creatinine
10 66, Female - ND 0.9 Normal creatinine
11 49, Female - ND 3.7 First allograft failed; normal

creatinine with subsequent 2nd transplant

Abbreviations: UC, urothelial carcinoma; [HC, immunohistochemistry; Cr, serum creatinine; FSGS, focal segmental glome
urine BK studies tested during transplant course, and negative; ND, not done; GN, glomerulonephritis.



APOSTTRANSPLANT UROTHELIAL CARCINC

A Common features:
I Younger patients, ~10.5 years post transplant
I High grade and muscle invasive
I May be associated with polyoma virus (SV40+)



Questions?

AYan et al. Polyoma virus large T antigen is
prevalent in urothelial carcinoma pokidney
transplant. Human Pathology (2015), Volume
48, 122131.

A Kenan et al. The oncogenic potential of BK
polyomavirus is linked to viral integration into
the human genome. The Journal of Pathology
(2015); 237:37989
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David LevyMegan Troxell; Stanford

37-yearold womanwith incidentally
discoveredkidneytumor.
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DIAGNOSIS?




37-yearold woman with incidentally
discovered kidney tumor.

David Levy and Megan Troxell
(Stanford)



Differential Diagnosis

A Chromophobe RCC

A Papillary RCC

A JG cell tumor

A Glomus tumor

A Solitary Fibrous Tumor/Hemangiopericytoma












JG cell tumor

Background

A Reninproducing tumor derived from smooth
muscle cells of the JG apparatus

A Classic presentation

I Young adult with severe hypertension variably
responsive to medical therapies.

A Rare: less than 100 cases reported
A Prognosis:

I Predominantly benign outcome
I 1 case of 52 y/o with lung metastasis




JG cell tumor

A Microscopic features
i Typica¥ G Df 2 YHlzA { $dzy 2 NOKA (!
A Sheets of uniform polygonal cells with clear to
eosinophilic cytoplasm and distinct cell borders.
A Numerous capillaries and branching vessels.
AEntrapped tubules along the periphery
A Mitotic activity and necrosis are uncommon
AEM: Sharply angulated rhomboid protorenin crystals
AIHC: Renin



Clinical Course and Follewp

A 37 year old female with incidentally
discovered kidney tumor

A Medically managed HTN and hypokalemia in
1994 (age 21)
I HTN recognized in association with pregnancy
I 1994 IVP and renal ultrasound: no renal mass
identified
I 1997. Serum aldosterone reported as normal
I 2010: Resection



A JUXTAGLOMERULAR CELL TUMOR
I Well circumscribed, small{2 cm) tumor
I Young, hypertensive, hypokalemia
i+ NAFOTS | NDOKANISDO tHSNBKkd

A Benign clinical course
I 1 documented case of metastasis



Questions?

A Amin M. & Tickoo Piagnostic Pathology:
Genitourinary2nd ed. Salt Lake City, UT,
Elsevier Inc. 2016.

A Moch. H, Humphrey P, Ulbright T, et al,
editors. WHO classification of tumours of the

urinary system and male genital organs. Lyon:
JARC Press, 2016.
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Christine Louie/Teri Longacre;
Stanford

25-yearold man with indurated
perianal lesion.
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DIAGNOSIS?
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Perianal Syphilitic Ulcer

¥

A




Primary syphilis features

A{ KI NLJX & LlJzy OKSR 2dzi I

A Markedacanthosisat periphery of lesion

A Dermal infiltrate of lymphocytes and plasma
cells

A Perivascular inflammatory infiltrate rich in
plasma cells with endothelial cell swelling



Secondary syphilis

A Maculopapulatesions

A Bandlike infiltrate in upper dermis

A Much more superficial infiltrate of
lymphocyteshistiocytes plasma cells

A Parakeratosisnecrotic keratinocytes

A Poorlyformed granulomas may be present



Human

] PATHOLOGY
Asil

ES] ER www.elsevier.com/locate/humpath

Original contribution

Treponema pallidum distribution patterns in
mucocutaneous lesions of primary and secondary syphilis:
an immunohistochemical and ultrastructural study

Gemma Martin-Ezquerra MD?*, Alex Fernandez-Casado MD?, Didac Barco MD°,
Anna Jucgla MD¢, Niria Juanpere-Rodero MD", Josep Maria Manresa PhD/,

Luis Miguel Soares de Almeida MDY, Jose Luis Rodriguez-Peralto MD¢,

Heinz Kutzner MD, Lorenzo Cerroni MDY, Carles Barranco MD", Josep Lloreta MD",
Luis Requena MD', Ramon M. Pujol MD*



Primary vs. Secondary

A 8 cases of primary syphilis: All cases were
ulcers

A 26 cases of secondary syphilis: Most cases
were maculopapulatesions with 4 cases of
erosions



Stain detection rates
A Warthin Starry: 4/8 cases of primary syphilis,
13/26 cases of secondary syphilis

A IHC for spirochetes: 8/8 cases of primary
syphilis, 21/26 cases of secondary syphilis



IHC patterns: dvs2°




Take home points
A Consider primary syphilis in an ulcer with
perivascular plasma cells

A Secondary syphilisifiaculopapulatesions
with lichenoidinfiltrate

A IHC should be done in all cases of suspected
syphilis but sensitivity is not 100%
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PeymanSamghabdHannes Vogel,
Stanford

34-year-old manwith heterogenous
pinealmassmeasuring2cm.





















DIAGNOSIS?




Stanford Neuropathology Case
Presentation June 2016

Peyman Samghabadi M.D.
Edward Plowey M.D., Ph.D.
HannesvVogel M.D.






Differential Diagnosis of Pineal Regior
Tumors

A Germ cell tumors

A Pineal Parenchymal Tumor (Pineocytoma,
PPTID, Pineoblastoma)

A Gliomas

A Other Neoplastic (AT/RT, Papillary Tumor of
the Pineal Region, Meningioma, Metastasis)

A Nonneoplastic (pineal cyst, vascular
malformation, arachnoid cyst)
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DIAGNOSIS?



DIAGNOSIS

PINEAL PARENCHYMAL TUMOR OF INTERMEDIA
DIFFERENTIATION, WHO GRADE I



Demographics

A Pineal Region Tumors
I Less than 1% of CNS neoplasms
I 25% accounted for by Pineal Parenchymal

Tumors*

APineocytomas36-47 years (1)
APPTID27.4(Il1)to 40.3 yeargll)
APineoblastomal2-18 years (V)



Clinical Manifestations

A Obstruction of cerebral aquedudt
hydrocephalus:

I Headache, nausea, vomiting, AMS
A Compressive effects:
I SuperiorColliculi upward gaze palsy

I Hypothalamic region: DHypogonadism
Precocious Puberty

I Cerebellum: Ataxia




Histopathology

A PC (I): Well differentiated, diffuse or lobular,

pineocytomatous rosettes, delicate vessels,
non-mitotic

A PB (IV): Small round blue cell tumor: Homer
Wright rosettes, necrosis, vascular
proliferation, infiltration,Photoreceptoftype
differentiation (FlexneiWintersteiner rosettes
or fleurettes), mitotic



Histopathology

A PPTID dlil): Increased N:C ratios (visible
cytoplasm), stippled chromatin, variable
atypia, diffuse vs. lobulated pattern, variable
rosettes, variably mitotic



Grading

Histologic Type|l PC PPTID (Low PPTID (High
Grade) Grade)

Synaptophysin Strong Weak to Weak to Weak
Moderate Moderate

Mitoses 0 <6 <6,k C Variable

Neurofilament +++ ++ +/-, ++ +/-

Treatment Surgery Surgery, Surgery, Surgery,
Adjuvant Adjuvant Radiation,

Chemotherapy

Prognosis 91% at 5 years 74% at 5 years 39% at 5 years 10% at 5 years

(local (metastatc)

recurrence)



SB 6055

Kelli Devereaux/Hannes Vogel,
Stanford

3-month-old male with hypotonia, facial weakness,
ventilator dependent. E82 week premature. MRI
showed small subdurals, likely birth related. Normal
CK. Testing negative for myotonic dystrophy.
Submitted image. Right soleus muscle, H&E
cryosection.






DIAGNOSIS?




June South Bay Pathology Society June 2016
KelliDevereauxMD and Hannes Vogel MD

3 month old male witthypotoniag facial weakness, ventilator
dependent. Ex32 week premature. MRI showed snsilbdurals likely
birth related. Normal CK. Testing negative for myotonic dystrophy.

Submitted image. Right soleus muscle, H&©section






Differential diagnosis
1. Infantile myotonic dystrophy
=2 Centronucleamyopathy: Xt A y M$oRibutarY & 2 LI (1 K& ¢

3. Centronucleamyopathy:autosomal



Myotubularin(MTM1); Chromosome Xq28; Recessive
A Epidemiology: 1 male 0,000
A Gene mutationsSpread unevenly across whaene

A Clinical features
A Onset Infancy
A Polyhydramnios50%
A Severehypotonia proximal& distal weakness; symmetric
A Respiratory insufficiency
A Ophthalmoplegia& ptosisat birth (60%), or with diseaggrogression



Myotubularin(MTM1); Chromosome Xq28; Recessive

A Prognosis
Early death: Mean = 5 months
Weaknession-progressive
Survivors often
Respirator dependent (80%)
Feeding tubalependent

A Female carriers may be symptomaticild weaknes®r history of easyatigability

A Gene therapy trials in progress



SB 6056

Keith Duncan: MilldPeninsula

4 7-yearold woman with left neck
mass x3 months.












