
JULY 2022 DIAGNOSIS LIST

22-0701: syphilis (tonsil; ENTpath& ID path)
22-0702: urothelial carcinoma with glandular differentiation (bladder; GU path)
22-0703: Leishmaniasis (skin; dermpath& ID path)
22-0704: livedoid vasculopathy (skin; dermpath)
22-0705: consistent with lymphocyte-rich hepatocellular carcinoma (liver; liver 
path)
22-0706: high grade endometrial sarcoma, YWHAE positive (endometrium; GYN 
path)
22-0707: acute myeloid leukemia with NUP98 rearrangement (bone marrow; heme 
path)
22-0708: amyloid goiter (soft tissue; HN path)



22-0701 

Emily Chan; UCSF 

20ish M with recurrent right tonsillary swelling for 
one year. Biopsy of area with shallow ulceration.















Differential Diagnosis

ÅDysplasia/SCC, lymphoma

ÅTraumatic ulcer

ÅFungal or viral infection

ÅPseudoepitheliomatous hyperplasia

ÅLichenoid mucositis



Diagnosis or Differential Diagnosis?

ά!ŎǳǘŜ ŀƴŘ ŎƘǊƻƴƛŎŀƭƭȅ ƛƴŦƭŀƳŜŘ ǘƻƴǎƛƭƭŀǊ ƳǳŎƻǎŀ 
ǿƛǘƘ ǳƭŎŜǊŀǘƛƻƴΣ ƴƻ ŜǾƛŘŜƴŎŜ ƻŦ ƳŀƭƛƎƴŀƴŎȅέ

ΧƴŜȄǘ ŎŀǎŜΗ



Diagnosis or Differential Diagnosis?

ά!ŎǳǘŜ ŀƴŘ ŎƘǊƻƴƛŎŀƭƭȅ ƛƴŦƭŀƳŜŘ ǘƻƴǎƛƭƭŀǊ ƳǳŎƻǎŀ 
ǿƛǘƘ ǳƭŎŜǊŀǘƛƻƴΣ ƴƻ ŜǾƛŘŜƴŎŜ ƻŦ ƳŀƭƛƎƴŀƴŎȅέ

ΧƴŜȄǘ ŎŀǎŜΗ

ΧƻǊ ƴƻǘΚΚ



Additional workup

ÅGMS

ÅHHV8

ÅHSV

ÅCMV

ÅTreponema pallidum

ÅReview the clinical history
ÅImmunocompromised? HIV? MSM?



T. Pallidum IHC



Diagnosis: Tonsillar syphilis

Patient follow up:

ÅHistory of MSM

ÅSubsequent RPR 1:16 which declined to 1:2 
following injection of intramuscular Penicillin G

ÅHIV testing not available

ÅRequired to report to local Department of Public 
Health for contact tracing



Reportable conditions

https://www.cdph.ca.gov/Programs/CID/DCDC
/Pages/Reportable-Disease-and-
Conditions.aspx



Reportable conditions

https://ww
w.cdph.ca.
gov/Progra
ms/CID/DC
DC/Pages/
Reportable
-Disease-
and-
Conditions.
aspx



Oral syphilis

ÅSexually transmitted infection

ÅCan be primary (chancre/painless ulcer) or 
secondary (more diffuse involvement)

ÅMost common in 25-29 year olds

Å88% occur in men, especially men who have sex 
with men (MSM)

https://app.expertpath.com/document/oral-
syphilis



Oral Syphilis ςHistology nonspecific
Primary

- Surface ulceration (chancre)

- Dense deep plasma cell-rich inflammatory 
infiltrate, can be perivascular

Secondary

- 9ǇƛǘƘŜƭƛŀƭ ƘȅǇŜǊǇƭŀǎƛŀ ǿƛǘƘ ǎǇƻƴƎƛƻǎǳǎ ŀƴŘ άŘƛǊǘȅέ 
epithelium

- Perivascular chronic inflammation

https://app.expertpath.com/document/oral-syphilis

*Plasma cells not always abundant. (Additional reference: Tse JY. Syphilis of the Aerodigestive 
Tract. Am J Surg Pathol. 2018 Apr;42(4):472-478. PMID: 29135519.)



ÅMore sensitive than Warthin-Starry 
Å80% vs 50% (Martin-Ezquerraet al. Hum Pathol2009 PMID 19157499)

ÅCan cross react with other spirochetes including 
Brachyspira(Ruiz et al Arch PatholLab Med. 2016 PMID 27684969)

T. Pallidum IHC



Primary tonsillar syphilis

ÅOnly rare case reports in literature

ÅIncreases in oro-genital sex practice have led to 
increased incidence

ÅCan present with swelling but may go unnoticed 
(i.e. painless chancre)  

Ruobin Wu, Jennifer Babik, Matthew Russell, Annemieke van 
Zante, Emily Chan



Summary: Inflamed and ulcerated tonsillar 
biopsy and syphilis

ÅExclude dysplasia/SCC/lymphoma

ÅReview history for risk factors and consider (or 
suggest) additional evaluation for infectious 
etiologies

ÅEarly identification of syphilis can facilitate 
adequate treatment

ÅRequired reporting to local public health 
department



22-0702 

Emily Chan; UCSF

80ish M with dysuria. Cystoscopy showed 3mm right 
posterior wall mass with surrounding erythema.

















CDX2



H&E differential diagnosis

ÅUrothelial carcinoma with glandular differentiation

ÅAdenocarcinoma, enteric type, primary to urinary 
ōƭŀŘŘŜǊ όάǇǊƛƳŀǊȅ ōƭŀŘŘŜǊ ŀŘŜƴƻŎŀǊŎƛƴƻƳŀέύ

ÅAdenocarcinoma of colorectal origin (metastatic or 
via direct extension)

ÅNeuroendocrine carcinoma

ÅProstatic adenocarcinoma



Additional available IHC
CK20 GATA3

CK34/BE B-catenin

CK7: Negative



Urothelial Carcinoma with 
Glandular Differentiation

Primary Bladder
Adenocarcinoma

- Glandular component has 
significant morphologic and 
immunohistochemical overlap 
with colorectal adenocarcinoma 
(CK7-/CK20+/CDX2+)

- Identificationof bona fide 
conventional urothelial 
carcinoma component canhelp

- Can be enteric, mucinous, or 
mixed

- Immunohistochemically identical 
to colorectal adenocarcinoma, 
including can see nuclear b-
catenin (though less frequently)

- Typically requires clinical and 
imaging/colonoscopy correlation 
to exclude colorectal met/direct 
extension 

Problematic differential diagnosis with significant 
implications for management:

https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf



Urothelial Carcinoma with 
Glandular Differentiation

Primary Bladder
Adenocarcinoma

- Treated like pure urothelial 
carcinoma of bladder

- BCG for non-muscle invasive
- Radicalcystectomy with 

neoadjuvant cisplatin-based 
chemotherapy, bilateral pelvic 
lymphadenectomy for muscle 
invasive)

- Local control with surgery or RT
- No role for neoadjuvant/adjuvant 

chemotherapy
- Chemotherapy with colorectal 

regimen for node-positive 
disease

Problematic differential diagnosis with significant 
implications for management:

https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf



Initial diagnosis:
ÅHigh-grade carcinoma with glandular features; see 

comment.

Comment:

ÅFavored urothelial

ÅSuggested UCSF500 

given the small biopsy

which was entire

gross extent of lesion

per cystoscopy





Primary bladder 
Adenocarcinoma (n=15)

High-grade urothelial 
carcinoma (n=25)

Colorectal 
adenocarcinoma (n=25)

Molecular alterations in:

vs vs



Molecular profile of primary 
bladder adenocarcinoma
ÅGenerally have ŀ ƳƻǊŜ άŎƻƭƻǊŜŎǘŀƭέ ƭƛƪŜ Ƴǳǘŀǘƛƻƴŀƭ 

pattern whereas UC with glandular differentiation 
exhibits more frequent urothelial-like alterations

ÅStudies limited by small numbers



UCSF500 NGS testing

- No FGFR3 mutations have been identified in primary 

adenocarcinomas. 

- Lacks other mutations frequently reported in bladder 

adenocarcinomas including KRAS, APC, CTNNB1. 

- Overall favors urothelial carcinoma with glandular 

differentiation



Additional follow up:

ÅSubsequent cystoscopy showed a 3 cm papillary 
tumor on a stalk which on TURBT reportedly 
showed additional high-grade papillary urothelial 
carcinoma with glandular differentiation

ÅEGD/Colonoscopy negative, no colon mass on CT 
abdomen



Summary: Glandular lesions in the 
urinary bladder
ÅPrimary bladder adenocarcinoma and urothelial 

carcinoma with glandular differentiation have 
overlapping morphologic and immunoprofile but 
significantly different management

ÅLook for a conventional urothelial component and 
consider additional sampling if small initial specimen

ÅCorrelate with cystoscopic, imaging and colonoscopy 
findings

ÅConsider NGS testing

ÅConsider more generic carcinoma diagnosis and listing 
differential to keep treatment options open



22-0703 
Direct link to scanned slide:

https://pathpresenter.net/public/display?token=fff8b21d

Harris Goodman; Alameda Health System

60ish F with plaque over bridge of nose, rosacea rule 
out infection. 

https://pathpresenter.net/public/display?token=fff8b21d


















SBPS 22- 0703

Á60ish year old Tigrinya-only speaking woman who 
presented for a Dermatology consultation.

ÁItchy red bumpy rash over the bridge of her nose 
for 3 months, unresponsive to doxycyclineand 
metronidazole.  

ÁNo significant medical or surgical history.

7/13/2022 51
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SBPS 22- 0703
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SBPS 22- 0703
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SBPS 22- 0703
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SBPS 22- 0703
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SBPS 22- 0703
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SBPS 22- 0703

ÁDifferential diagnosis:

ĞHistoplasmosis

ĞToxoplasmagondii

ĞTalaromycesmarneffei(Penicilliummarneffei)

ĞLeishmaniasis

7/13/2022 58



SBPS 22- 0703

ÁTigrinya is a Semitic language commonly spoken 
in Eritrea and in northern Ethiopia's TigrayRegion.
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SBPS 22- 0703
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SBPS 22- 0703

ÁCutaneousleismaniasis: mixed inflammatory 
infiltrate / granulomatouswith histiocytes/ 
macrophages containing tiny round hematoxylin-
staining intracytoplasmicorganisms 
(amastigotes).

7/13/2022 61



SBPS 22- 0703

ÁDifferential diagnosis:

ĞHistoplasmosis

À(similar in size; grows in fungal culture; urine antigen positive)

ĞToxoplasmagondii

À(cysts may be present; serology; PCR for T. gondiiDNA)

ĞTalaromycesmarneffei(Penicilliummarneffei)

À(dimorphic fungus that also proliferates in macrophages)

ĞLeishmaniasis

7/13/2022 62



SBPS 22- 0703

ÁShe was treated with IV liposomal amphotericin B 
(AmBisome®)  daily for 10 days.   

ÁNote that liposomal amphotericinB is FDA-
approved for treatment of visceral leishmaniasis
(the approved indications do not include 
cutaneousor mucosal leishmaniasis).
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SBPS 22- 0703

Á Z. Handler MD, ParimalA. Patel MD,RajendraKapilaMD, YasinAl-
QubatiMD, Robert  A. Schwartz MD, MPH, FRCP

Á Cutaneousand mucocutaneousleishmaniasis: Differential 
diagnosis, diagnosis, histopathology, and management

Á Journal of the American Academy of Dermatology

Á Volume 73, Issue 6, December 2015, Pages 911-926

7/13/2022 65

https://www.sciencedirect.com/journal/journal-of-the-american-academy-of-dermatology
https://www.sciencedirect.com/journal/journal-of-the-american-academy-of-dermatology/vol/73/issue/6


22-0704 
Direct link to scanned slide:

https://pathpresenter.net/public/display?token=70b44996

Harris Goodman; Alameda Health System

60ish M surgeon with bilateral non-healing lower leg 
wounds for over a year.

https://pathpresenter.net/public/display?token=70b44996




















SBPS 22- 0704

Á60ish orthopedic surgeon with bilateral non-
healing lower leg wounds for over a year.  

ÁNo history of diabetes, atherosclerotic 
cardiovascular disease, or congestive heart failure.
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SBPS 22- 0703

ÁOriginal biopsy (not shown) showed changes 
consistent with stasis dermatitis, attributed to 
long hours standing in the OR. 

ÁAfter multiple interventions (e.g. support 
stockings, feet up at night, etc.), with significant 
worsening of the ulcers, this additional biopsy was 
performed.  
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SBPS 22- 0703
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SBPS 22- 0703
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SBPS 22- 0704
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SBPS 22- 0704

ÁLivedoidvasculopathy

ĞAffects distal lower extremities and feet;

ĞNodules, plaques and ulceration;

ĞPainful thromboocclusivevasculopathy

ĞOccurs independently or in association with an acquired 
or inherited thrombophiliaor systemic disease.
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SBPS 22- 0704

ÁBlood vessels show thickening, thrombosis,  
endothelial proliferation and hyaline degeneration 
of the subintimallayer

ÁThe elastic lamina is preserved, and the vessel is 
rarely destroyed.  

ÁThere is not usually much surrounding 
inflammation. 
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SBPS 22- 0704

ÁDifferential diagnosis:

ĞChronic venous disease

ĞPeripheral vascular disease

ĞVasculitis
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SBPS 22- 0704

ÁTreatment:
ĞAspirin

ĞDipyridamole

ĞPentoxifylline

ĞWarfarin

ĞRivaroxaban

Livedoidvasculopathyoften recurs upon discontinuation of 
treatment.  Long-term treatment with an effective regimen is 
usually necessary.
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SBPS 22- 0704
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SBPS 22- 0704

ÁRobertMicieli, BS;AfsanehAlavi, MD, MS, FRCPC

ÁTreatment for LivedoidVasculopathyA Systematic 
Review

ÁJAMA Dermatol. 2018;154(2):193-202. 
doi:10.1001/jamadermatol.2017.4374
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22-0705 

Alexander Kikuchi/Sanjay Kakar; UCSF

50ish M with h/o HCV cirrhosis status post treatment and SVR, 
now with two malignant appearing masses (up to 4.1 cm) on MRI, 

as well as CT angiography showing an occluded superior 
mesenteric vein, splenic vein and portal circulation by thrombus, 
as well as an irregularly shaped 3.5 cm hypoattenuatedlesion in 
hepatic segment 4A suspicious for an abscess. AFP, CA19-9, and 

CEA were in normal range.








