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JULY 2022 DIAGNOSIS LIST

syphilis (tonsiENTpath& ID path)

urothelial carcinoma with glandular differentiation (bladder; GU path)
Leishmaniasis (skolermpath& ID path)

livedoid vasculopathy (skmermpath)

consistent with lymphocytech hepatocellular carcinoma (liver; liver

high grade endometrial sarcoma, YWHAE positive (endometrium; GY1
acute myeloid leukemia with NUP98 rearrangembahé marrow; heme

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 Diagnosi

ADysplasia/SCQOymphoma
ATraumatic ulcer

AFungal or viral infection
APseudoepitheliomatous hyperplasia
ALichenoid mucaositis



Diagnosis or Differential Diagnosis?
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Diagnosis or Differential Diagnosis?




Additional workup

AGMS

AHHVS

AHSV

ACMV

ATreponema pallidum

AReview the clinical history
Almmunocompromised? HIV? MSM?



T. Pallidum IHC




Diagnosis: Tonsillar syphilis

Patient follow up:

AHistory of MSM

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

AHIV testing not available

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



Reportable conditions

Title 17, California Code of Requlations (CCR) §2500. §2593. §2641.5-
2643.20. and §2800-2812 Reportable Diseases and Conditions*

§ 2500. REPORTING TO THE LOCAL HEALTH AUTHORITY.

o § 2500(b) It shall be the duty of every health care provider, knowing of or in attendance on a
case or suspected case of any of the diseases or condition listed below, to report to the local
health officer for the jurisdiction where the patient resides. Where no health care provider is in
attendance, any individual having knowledge of a person who is suspected to be suffering from
one of the diseases or conditions listed below may make such a report to the local health
officer for the jurisdiction where the patient resides.

* § 2500(c) The administrator of each health facility, clinic, or other setting where more than
one health care provider may know of a case, a suspected case or an outbreak of disease

wiithin tha faniliti ahall astaklich Aand A racsnAanailhla fAar adminiantrativa nranadiiras A Aascsiira

https://www.cdph.ca.gov/Programs/CID/DCDC
/Pages/Reportabldiseaseand
Conditions.aspx



Reportable conditions

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

Coccidioidomycosis WEEK Pertussis (Whooping Cough) FAX 282
Coronavirus Disease 2019 ! Plague, human or animal N
(COVID-19)
Creutzfeldt-Jakob Disease (CJD) WEEK Poliovirus Infection FAX 0=
and other Transmissible Spongiform
Encephalopathies (TSE)
Cryptosporidiosis FAX 722 Psittacosis FAX 2822
Cyclosporiasis WEEK Q Fever FAX 782
Cysticercosis or taeniasis WEEK Rabies, human or animal @\
Dengue Virus Infection FAX &2 Relapsing Fever FAX 232
Diphtheria @! Respiratory Syncytial Virus- WEEK
associated deaths in laboratory-
confirmed cases less than five
years of age
Domoic Acid Poisoning ! Rickettsial Diseases (non-Rocky WEEK
(Amnesic Shellfish Poisoning) Mountain Spotted Fever), including
Typhus and Typhus-like illnesses
Ehrlichiosis WEEK Rocky Mountain Spotted Fever WEEK
Encephalitis, Specify Etiology: FAX @822 Rubella (German Measles) WEEK
Viral, Bacterial, Fungal,
Parasitic
Escherichia coli: shiga toxin FAX 082 Rubella Syndrome, Congenital WEEK
producing (STEC) including E.
coli 0157
Flavivirus infection of 7l Salmonellosis (Other than Typhoid FAX @82
undetermined species Fever)
Foodborne Disease tFAX @2 | Scombroid Fish Poisoning ]!
Giardiasis WEEK Shiga toxin (detected in feces) !
Gonococcal Infections WEEK Shigellosis FAX 782
Haemophilus influenzae, FAX @82 Smallpox(Variola) il
invasive disease, all serotypes
(report an incident less than 5
years of age)
Hantavirus Infections FAX @2 Syphilis (all stages, including FAX 082
congenital)
Hemolytic Uremic Syndrome 72l Tetanus WEEK
Hepatitis A, acute infection FAX 0822 Trichinosis FAX 92




Oral syphilis

ASexually transmitted infection

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

AMost common in 289 year olds

A88% occur in men, especially men who have sex
with men (MSM)

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



Oral Syphilig Histology nonspecific

Primary
- Surface ulceration (chancre)

- Dense deep plasma ceith inflammatory
infiltrate, can be perivascular
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epithelium

Perivascular chronic inflammation
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*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.)




T. Pallidum IHC

AMore sensitive than WarthiStarry

A80% VS 50YUMartin-Ezquerraet al. HumPathol2009 PMID 19157499)

ACan cross react with other spirochetes including
Brachyspiraruiz et al ArcratholLab Med 2016 PMID 27684969)

1
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Primary tonsillar syphilis

AOnly rare case reports in literature

Alncreases imro-genital sex practice have led to
Increased incidence

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

Histopathology 2022 DOI: 10.1111/his.14712

Lesson of the Month

Not your usual tonsillitis: a lesson for
recognizing primary tonsillar syphilis

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



Summary: Inflamed and ulcerated tonsillar
biopsy and syphilis

AExclude dysplasia/SCC/lymphoma

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

AEarly identification of syphilis can facilitate
adequate treatment

ARequired 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.



























H&E differential diagnosis

AUrothelial carcinoma with glandular differentiation

AAdenoqargiqoma, enteric type, primary to urinary
Of F RRSNJ OGLINAYI NE O0fl RR

AAdenocarcinoma of colorectal origin (metastatic or
via direct extension)

ANeuroendocrine carcinoma

AProstatic adenocarcinoma



Additional available IHC

t{? "\;_; G _:'

CK20r7%

CK7: Negative



Problematic differential diagnosis with significant
implications for management:

Urothelial Carcinoma with | Primary Bladder
Glandular Differentiation Adenocarcinoma

- Glandular component has - Can be enteric, mucinous, or
significant morphologic and mixed
Immunohistochemical overlap - Immunohistochemically identica
with colorectal adenocarcinoma  to colorectal adenocarcinoma,
(CKACK20+/CDX2+) Including can see nuclear b
- ldentificationof bona fide catenin (though less frequently)
conventional urothelial - Typically requires clinical and
carcinoma component camelp Imaging/colonoscopy correlatior
to exclude colorectal met/direct
extension

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



Problematic differential diagnosis with significant
implications for management:

Urothelial Carcinoma with | Primary Bladder
Glandular Differentiation Adenocarcinoma

- Treated like pure urothelial - Local control with surgery or RT
carcinoma of bladder - No role for neoadjuvant/adjuvan
- BCG for nofmuscle invasive chemotherapy
- Radicalcystectomy with - Chemotherapy with colorectal
neoadjuvant cisplatitbased regimen for nodepositive
chemotherapy, bilateral pelvic disease
lymphadenectomy for muscle
invasive)

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



Initial diagnosis:

AHighgrade carcinoma with glandular features; see
comment.

Comment:
AFavored urothelial

given the small biopsy
which was entire
gross extent of lesion
per cystoscopy



Next-generation sequencing-based molecular
characterization of primary urinary bladder

adenocarcinoma

Somak Roy & Dinesh Pradhan, Wayne L Ernst, Stephanie Mercurio, Yana Najjar,

Rahul Parikh, Anil V

Parwani, Reetesh K Pai, Rajiv Dhir & Marina N Nikiforova

Modern Pathology 30, 1133-1143 (2017) | Cite this article

Molecular Genetic Features of Primary
Nonurachal Enteric-type Adenocarcinoma,
Urachal Adenocarcinoma, Mucinous
Adenocarcinoma, and Intestinal
Metaplasia/Adenoma: Review of the Literature
and Next-generation Sequencing Study

Pires-Luis, Ana S. MD""%; Martinek, Petr PhD%; Alaghehbandan, Reza MD, FRCPA"; Trpkov, Kiril MD,
FRCPAT: Comperat, Eva M. MD, PhD?; Perez Montiel, Delia M. MD™; Bulimbasic, Stela MD, PhD™"; Lobo,
Jodo MD'5% Henrique, Rui MD, PhD'+=5% vanecek, Tomas PhD%; Pivovarcikova, Kristyna MD, PhD?;
Michalova, Kvetoslava MD, PhD¥; Pitra, Tomas MD, PhD""; Hora, Milan MD, PhD"!; Marques, Ana MD %%
Lopes, Jose M. MD 7T, Rogala, Joanna MD% Mareckova, Jana MD% Michal, Michal MD%: Hes, Ondrej MD,
PhD*

Author Information®

Advances In Anatomic Pathology: September 2020 - Volume 27 - Issue 5 - p 303-310
doi: 10.1097/ PAP.0000000000000268

> Virchows Arch. 2020 Sep;477(3):445-454. doi: 10.1007/500428-020-02787-8. Epub 2020 Mar 20.

Comparative genomic profiling of glandular bladder

tumours

Angela Maurer 1, Nadina Ortiz-Bruechle 1, Karolina Guricova !, Michael Rose 1, Ronja Morsch 1 2,
Stefan Garczyk T Robert Stéhr 2, Simone Bertz #, Reinhard Golz 4,
Annette Zimpfer 7, Sabine Siegert &, Glen Kristiansen 9, Kristina Schwamborn
Nikolaus Gassler 11, Ruth Knuechel 1, Nadine T Gaisa 12, German study group of bladder cancer

Henning Reis 5 Felix Bremmer &,

10




Next-generation sequencing-based molecular
characterization of primary urinary bladder
adenocarcinoma

Molecular alterations in: e

Primary bladder Ve Colorectal Vs High-grade urothelial
Adenocarcinoma (n=1! adenocarcinoma (n=2 carcinoma (n=25)

47% P53 - TP53 (68Y%) - TP53 (56%)
- —

2090 | vras - - FGFR3 (28%)
B s e . PIK3ICA (24%)
13% TERT B sva04 2%) . R
, l PIKICA (8%)
20% PIK3CA Jousas | FBXW? (8%)
209 A Jrrey : HRAS (8%)
l BRAF (8%) AKT1 (8%)
s ARG Jamas l ERBB2 (8%)
7% SMO I SMO (4%) | CDKN2A (4%)
79 | FRXW7 ik | A sy
h B | PTEN (€%) | -
7% IDH2 | eorr ) | swaoa (e%)
l PDGFRA (4%)
7% PDGFRA | Foxoer ) | SMARCB1 (4%)
7% RB1 I CDH (4%) | VHL (4%)
' ERBBA (4%) I RET (4%)

Mutation frequency



Molecular profile of primary
bladder adenocarcinoma

AGenerallyhavée Y2 NB G O2f 2NB O |
pattern whereas UC witglandular differentiation
exhibits more frequentrrotheliatlike alterations

AStudies limited by small numbers



UCSF500 NGS testing

VARIANT TRANSCRIPT ID CLASSIFICATION READS MUTANT ALLELE
FREQUENCY

KIT20 p Q800" MI_D03482 3 Pathogenic 2700 7%,
TERT c:-124C=T MNI_188253 2 Pathagenic 815 1%
TPS3 p.E3GE” NR_O00546.5 Pathagenic aaT BB
ATR p.R1183* MNI_001184.3 Likely Pathogenic 7159 £8%
CCND1, FGF18, FGF4, FGF3 amplification All Likely Pathogenic ~2% iA
COk4 amplification All Likely Pathogenic ~2.9% A

- No FGFR3 mutations have been identified in primary
adenocarcinomas.

- Lacks other mutations frequently reported in bladder
adenocarcinomas including KRAS, APC, CTNNBL.

- Overall favors urothelial carcinoma with glandular
differentiation



Additional follow up:

ASubsequent cystoscopy showed a 3 cm papillary
tumor on a stalk which on TURBT reportedly
showed additional higigrade papillary urothelial
carcinoma with glandular differentiation

AEGD/Colonoscopy negative, no colon mass on CT
abdomen



Summary: Glandular lesions in the
urinary bladder

APrimary bladder adenocarcinoma and urothelial
carcinoma with glandular differentiation have
overlapping morphologic and immunoprofile but
significantly different management

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

ACorrelate withcystoscopic, imaging and colonoscopy
findings

AConsider NGS testing

AConsider 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 plague over bridge of nose, rosacea rule
out infection.


https://pathpresenter.net/public/display?token=fff8b21d
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SBPS 22 0703

A 60ish year old Tigrinyanly speaking woman who
presented for a Dermatology consultation.

A Itchy red bumpy rash over the bridge of her nose
for 3 months, unresponsive woxycyclineand
metronidazole

A No significant medical or surgical history.

7/13/2022 51
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SBPS 22 0703

A Differential diagnosis:

Histoplasmosis

Toxoplasmagondii

Talaromycegnarneffei(Penicilliummarneffei

L eishmaniasis

7/13/2022

58



SBPS 22 0/03

A Tigrinya is a Semitic language commonly spoken
In Eritrea and in northern EthiopialsgrayRegion.

‘!(assala Asmara

ETHIOPIA

TIGRINYA People Map

Eritrea
Ethiopia

Addis Ababa

59



SBPS 22 0703

The specimen was sent to the Centers for Disease Control & Prevention, Division of Parasitic Diseases and Malaria, for additional testing.
Ova & Parasite Identification

Amastigotes

Test:

Leishmania Species |dentification

Result:

Leishmania real time PCR: Positive.
Leishmania PCR and DNA Sequencing: L. aethiopica.

7/13/2022 (610)




SBPS 22 0703

A Cutaneoudeismaniasismixed inflammatory
Infiltrate / granulomatouswith histiocytes/
macrophages containing tiny rountematoxylin
stainingintracytoplasmicorganisms
(amastigotes.

7/13/2022

61



SBPS 22 0703

A Differential diagnosis:

Histoplasmosis

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

(cysts may be presenserology;PCR for TgondiiDNA)
Talaromycegnarneffei(Penicilliummarneffei

(dimorphic fungus that also proliferates in macrophages)

Leishmaniasis

7/13/2022 62




SBPS 22 0703

A She was treated with 1V liposomaimphotericin B
(AmBisome®) daily for 10 days.

A Note that liposomaklmphotericinB is FDA
approved for treatment of viscerddishmaniasis
(the approved indications do not include
cutaneousor mucosaleishmaniasis

7/13/2022 63



Sandfly Stages

Sandfly takes a blood meal
(inpects promastigote stage
nto the skin)

0 Divide in the gut and /
migrate to proboscis

Amastigotes transform into
0 promastigote stage in the gut

Ingestion of
parasitized cell
Sandfly takes a blood meal
(ingests macrophages infocted
with amastigotes)

A= Infective Stage
A= Diagnostic Stage

Human Stages

9 Promastigotes are
phagocytized by
macrophages
or other types
of mononuclear
phagocytic cells

Promastigotes transform
into amastigotes

Amastigotes multiply in cells
of various tissues and infect

e O e \ other cells A
,“r\‘

CC

SAFER - MEALYMIZR: PEOPLE™

7/13/2022




SBPS 22 0703

A Z. Handler MDParimalA. Patel MDRajendraKapilaMD, YasinAl-
QubatiMD, Robert A. Schwartz MD, MPH, FRCP

A Cutaneousand mucocutaneouseishmaniasisDifferential
diagnosis, diagnosis, histopathology, and management

A Journal of the American Academy of Dermatology
A Volume 73, Issue, Becember 2015, Pages 9926

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 nemealing lower leg
wounds for over a year


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




























SBPS 22 0704

A 60ish orthopedicsurgeon with bilateral non
healing lower leg wounds for over a year.

A No history of diabetes, atherosclerotic
cardiovascular disease, or congestive heart failure.

7/13/2022 76
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SBPS 22 0703

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

A After multiple interventions (e.g. support
stockings, feet up at night, etc.), with significant
worsening of the ulcers, this additional biopsy was
performed.

7/13/2022 78
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SBPS 22 0704

A Livedoidvasculopathy
Affects distal lower extremities and feet;
Nodules, plagues and ulceration;
Painfulthromboocclusivevasculopathy

Occurs independently or in association with an acquired
or inheritedthrombophiliaor systemic disease.

7/13/2022 82




SBPS 22 0704

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

A The elastic lamina is preserved, and the vessel is
rarely destroyed.

A There is not usually much surrounding
iInflammation.

7/13/2022 83



SBPS 22 0704

A Differential diagnosis:
Chronic venous disease
Peripheral vascular disease
Vasculitis

7/13/2022

84



SBPS 22 0704

A Treatment:
Aspirin
Dipyridamole
Pentoxifylline
Warfarin
Rivaroxaban

Livedoidvasculopathyoften recurs upon discontinuation of
treatment. Longterm treatment with an effective regimen is
usually necessary.

7/13/2022
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SBPS 22 0704
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SBPS 22 0704

A RobertMicieli, BS:AfsanehAlavi, MD, MS, FRCPC

A Treatment for Livedoid Vasculopathy A Systematic
Review

A JAMADermatol 2018;154(2):19202.
doi:10.1001/jamadermatol.2017.4374

7/13/2022
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22-0705

Alexander Kikuchi/SanjaiKakar 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 |rregularly shaped 3.5 leypoattenuatediesion in
hepatic segment 4A suspicious for an abscess. AFP;4;Ahé
CEA were in normal range.












