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“Death, like life itself, is a
drama with a beginning,
middle, and end.”

“There has to be a scientific
explanation for this”






MAME:Gil Grissom

sl LEVEL: Three

HEIGHT: 51 O"

WEIGHT: | 6B Ibs,

PLACE OF BIRTH: Santa Monica, CA

DATE OF BIRTH: 8/ | 7/56

EDUCATION: B.S. in Biology, UCLA

SPECIAL SKILLS: Entomology

MARITAL STATUS: Single

PREVIOUS EMPLOYMENT: Youngest coraner
in the history of LA, County at age 22. €ight
years later, a headhunter recruited him to run
the Field Services Office in Las Vegas.
Grissom has spent the last | 5 years helping
Las Vegas move from # | 4 to #2 in the U.S.
Crime Lab rankings.

BIO: Grissom grew up in Marina Del Rey,
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You Do Autopstes for a Living?



Pathologists do a job that many of us
feel deeply uneasy about. They are
the linchpin of modern medicine.
Their work involves searching out the
roots of disease, designing the best
treatment for the patient and
diagnosing disease. They must
dissect dead bodies, sample tissue
and deal with life, disease and death
in a way that most of us would prefer
not to confront.

























As is our pathology so is our practice...what the
Dbathologist thinks today, the physician does

107770170

Sir William Osler, M.D.






How Successful?

m >3 million hits/month (July 2000)
= >200,000 unique users/month
® Over 7 million users since 1999

O Www.ranking.com



http://www.ranking.com/
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Know Before You Go |

where to find more information
about 1ab reports

® College of American Pathologists
www.cap.org
Consumer information about
pathologists and help understanding
test results

® The Doctor's Doctor
www.thedoctorsdoctor.com
How to interpret laboratory, surgical
pathology and cytology reporls

® Lab Tests Online
www.lablestsoniine.org
Help understanding clinical terms
and reliability of tests




Successful but Effective?

i g - ] Uust b ecans 3)/0% /A ﬁoz.[g
mmumcatmg reaches halfway around
Effectlvely the world doesn't mean

DUMMP""S you are wiser than

when it reached only to
the end of the bar.

A Reference for the Rest of Us!" Edward R. Murrow



| can't give you a sure-fire
formula for success, but |
can give you a formula for
fallure: try to please
everybody all the time.

Herbert Bayard Swope



Critics

Choice of articles
Explanatory Notes

Treatment regimens

Detailed versus
Generalized

m [.inks




A Cry for Help...

m [ have a disease...
m There is nothing on the web...

® My doctor cannot help me...




Our Cry for Help?

Organized collection of
pathology literature

Definitive resource for
clinicians
Explanation of the role

of pathologists

Partnership with
hospitals, 3" parties

"Medical care certainly ain't what it used o bel"






35 year old woman
Red raised papules over right breast
Punch biopsy taken
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Rosai-Dorfman Disease
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Web |[mages Groups MNews Froogle Maps

: : Advanced Search
Rosai Dorfman Disease o e T—

-'.-C{mgle Search * “i'm Feeling Luclﬂ,-'?"

Advertising Programs - Business Solutions - About Google




Web Images Groups MNews Froogle Maps more »

Advanced Search
GO L )8 [e Rosai Dorfman Disease _Search_\ w

Web Results 1 - 20

Rosai-Dorfman Disease (Sinus Histiocytosis with Lymphadenopathy)
Rosai-Dorfman disease [extranodal sinus histiocytosis) in a patient with HIV. ... Soft tissue
Rosai Dorfman disease mimicking inflammatory pseudotumor: a ...

www. thedoctorsdoctor.com/ diseases/rosaidorfmandisease.htm - 97k -

fat 1
Cached - Similar pages

Cutaneous Rosai-Dorfman disease

Rosai-Dorfman disease, or sinus histiocytosis with lymphadenopathy, is an uncommon, ...
The etiology of Rosai-Dorfman disease is unknown although a viral ...
dermatology.cdlib.org/ 103/ NYU/case_presentations/031604n2.html - 9k -

Cached - Similar pages

Cutaneous Rosai-Dorfman disease

Pitamber HV, Grayson W. Five cases of cutaneous Rosai-Dorfman disease. ... Cutaneous
Rosai-Dorfman disease presenting as a suspicious breast mass. ...
dermatology.cdlib.org/121/ case_reporis/rosaiDorfman/hsu.html - 28k -

Cached - Similar pages

Rosai-Dorfman Disease

Rosai - Dorfman disease is a rare disorder characterized by over - production (proliferation)
and accumulation ...

www.webmd.com/hw/health_guide_atoz/nord1122.asp - 47k - Cached - Similar pages

R i-Dorfman syndrome (www.whonamedit.com
Destombes-Rosai-Dorfman syndrome Rosai-Dorfman Disease Synonyms: Benign
pseudolymphomatosis, intermittent benign Fymphadenopathy, sinus histiocytosis with ..
www.whonamedit.com/synd.cfm/2734 . html - 12k - wed - Similar pages
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Patients should be more in charge of their own care. One way to do this is to leam

as much about your diseasse as yvou can. Much of the information you need is
already accessible, vou just need to ask for it.

.
S Home

Transiati A copy of your laboratory, surgical pathology, and cytology reports can be

reguested, but most patients do not ask for copies. This web site is dedicated to
keeping patients informed and in contraol,

We have created several web pages that can help you in your quest for knowlege.

Basic Principles of Disease
This is a good place to start to learm about how diseases develop.

Common Medical Terms

Medical jargon is complex. This page is a basic glossary of terms used in
pathology reports.

this site

. .'Dfrﬁ‘eases e
Samiedical Diagnostic Process

A sy Learn how a pathologist makes a diagnosis using a microscepe.

A Typical Surgical Pathology Report
Learn how a pathology report is organized and what each section means.

Example of a Translated Report

We'll break out the parts of a typical pathology report and explain what
each secticn means.

Order a Translated Report
We will translate your pathology into plain English.




Home Translating Report News & Links Physicians Diseases Body Sites  Lab Tests  Search

Autoimmune Disorders

E
(Lupus, Sjogren's Disease) b

Kidney and Urinary

Bone and Joints Bladder
(Rhemmastologhe) Liver, Gallbladder and
Brain and Spinal Cord Biliary Tree
Breast Lungs

Cardiovascular System Head and Neck

(Heart and Blood Vessels)
Neuromuscular

Congenital and Metabolic System
Disorders {Glycogen

Storage diseases, Amino Pancreas
Acid and Enzyme

Deficiencies, Birth Defects

and Genetic Malformations) Reproductive

Organs (Female)

Endocrine Organs
{Thryoid, Parathryoid,
Adrenal, Pancreas,
Pituitary)

Reproductive
Organs (Male)

Salivary Glands
Gastrointestinal Organs
{Esophagus, Stomach,

Intestines) Skin, Hair and Nails

Blood and Lymphatic Soft Tissue Tumors

System (Spleen, Lymph
des, Th

nodes, Thymus) Blood Vessels (Vasculitis)




Howe  Translkating Repoft MNews & Links Physicioms Diseases  Body Sites Lab Tests  Search

Background

The skin 1= the largest organ m the body. We don't often tunk of the skin a5 an ovgan, but 1t provides inmportant fumetions
basides provading ws our beauty. It iz one of first mommme barmiers to the outade world and i= an active site of the imneme
system processang and destoving foreign proteins and molacules. Unfortmately, because of its large size, 1815 subject to the
brutalizing 1ays of the sim and other emironmentz! challenges, accommimg for many diseases zs well as skm cancers.
Pathologists whe spectalize in the diamnesis of skin dizeazes are called devmaroparholegises.  Thew are recured to have
traiming 1o clmical demmatology as well as pathology m order to completely wmderstand how shin diseases present m the
patient.

Acantholviie Dhsleratoses

Acanthomas

Cwvzts (Epidermal Inclusion Cysez, Sebaceons Cvats, Plar Cysts)
Collazen, elaztic fibers, and dermal dizeazes (Secar, Morphea)
Ectodermal Dhvzplaszia

Epidermolytic Hyperkeratoses

Epidermal Nevus (ILVEX)

(rangrens

Hair and Nails {Alopecia, Baldness)

Hiztioeytoses (Langerhans and Non-Langerhans)

Tehrhyozes

Keratodermas

Feratoses [Actinic Keratosiz, Seborrheic Feratozis)
Panniculitiz (Inflammation of the fat)

Perforaang Dhsorders

Photocensitive Disorders

Pigmented and Hypopigmented Lesions (Moles, Dysplastic Nevas, Melanoma, Vitlige)

Porckeratosis

Bashes and Blistering Dizeazes (Bullous Pemphigoid, Pemphizus)

Shan Cancers and Tumors of the Skin Adnexal Epithelinm (Baszal Call Carcinoma, Squamous Cell Carcinoma)
Skin Lymphomas (Myeosis Fungeides, CTCL)

Skin Preudolymphomas

Skin Syndromes (Cowden syvodrome, Turban Tumer Syndrome)

Xeroderma pizmentosum




Home Translating Repoet Mews & Limls Plyysicians Discases Body Sites Lab Tests  Search

115 15 & general hst of tmportant diseases and conditions. Individual diseases may be found within
different groups, not listed here. For example, many skin rashes may be secondary to an infection and
ay be histed under Infections and Microbiology. Some diseases, such as dlcoholizm, are not sasily
defined by any one organ system or disease process and are listed separately. If you do not find the
disease you are looking for, use the Search button on the panel above.

¢ CGeneral Information
o How Accurate are Laboratory Tesis?
o What 15 Cancer?

o Commonly Used Terms in Pathology
¢ Alcoholizm
» Alpha-1-Antitrypsin Deficiency
¢ Amvyloidosis

¢ Anmomvolipoma. Extrarenal
¢ Atherosclerosis

¢ Antommmune Disorders (Lupus, Dennatomyvesins, Sjosren's syndrome. eic)
¢ Dehest Disease

# Bone and Joint Tumors

» Calciphylaxis

o Camey Complex

¢ Common Vanable Immunodeficiency

¢ Congemtal Metabolic Disorders (Inherted Dizorders)
# Diabetes

¢ Carcinoma-See Body Sites

¢ CDE+ T Lymphocyvtopenia

¢ Childhood Dizeases (Pediatric Pathology)
» Erdhem-Chester Dizsaze

» Erythema Induratum (Wodular Vasculitis)
¢ Exra-Gonadal Germ Cell Tumors
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This 15 & general list of important diseases and conditions. Individual diseases may be found within
differsmt groups, not listed here. For example, many skin rashes may be secondary to an infection and
may be hsted under Infections and Microbiology. Some diseases, such as dlcohelizm, are not easily
defined by any one organ system or diseaze process and are listed separately. If you do not find the
dizease yvou are looking for, use the Search button on the panel above.

¢ General Information
o How Accurate are Laboratory Tesis?
o What 13 Cancer?

o Commonly Used Terms 1o Pathology
¢ Alcoholizm

o Alpha-1-Antitrypsin Deficiency
¢ Amvloidosis

v Anmomvolipoms. Extrarenal
¢ Atheroscleroas

¢ Antoimmune Disorders (Lupns, Demmatomyesins. Sjosren's syndrome. etc)
¢ Behest Dizssaze

¢ Bone and Joint Tumors

o Calciphylaxis

» Camey Complex

¢ Commoen Vanable Inmunodeficiency

¢ Congemital Metabolic Disorders (Inhented Dizorders)
¢ Diabeies

¢ Carcinoma-See Body Sifes

¢ CDE+ T Lymphocvtopenta

¢ Childhood Disesses (Pediatric Pathology)
¢ Erdhemm-Chester Dizeaze

» Erythema Induratim (Wedular Vasenlitis)
¢ Exira-Gonadal Germ Cell Tumors
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Background

This fascinating disorder 1s also known as Sinus Histiocytosis with Massive
Lymphadenopathy. It commonly presents as massive, painless. bilateral lymph node
enlargement in the neck with fevers. Most cases cccur 1n the first or second decade of life
and have a predilection for blacks. Rarely sites other than the lymph nodes can be involved
includmg the central nervous system, eyes, upper respiratory tract, skin, and head and neck
region. Interestingly. the spleen and bone marrow have been spared. These extranodal cases
occur m up to 25% of cases. However, 1n all nodal cases, at least 43% have at least one site
of extranodal disease. The association i1s dependent upon the site of the extranodal disease.
For example, all patients with salivary gland mvolvement had nodal disease while only
50% of patients with central nervous system disease have nodal disease.

Some cases have responded to chemotherapy but many times the disease undergoes
spontaneous resolution. In others, an msidious course develops for vears or decades. This 1s
more common 1n the extranodal cases.

The cause 1s still unknown although a viral efiology 1s suspected. Molecular studies have
found no evidence of clonal rearrangement umplying that this disease 1s a reactive rather
than neoplastic condition.




Disease Outline

Epidemiology
Disease Associations
Pathogenesis
Laboratory/Radiologic/Other Diagnostic Testing
Clinical Variants
Histopathological Features and Variants
Special Stains/Immunohistochemistry/Electron Microscopy

Ditferential Diagnosis
Prognosis

Treatment
Commonly Used Terms
Internet Links



EPIDEMIOLOGY

SYNONYMS

INCIDENCE

CHARACTERIZATION

Sinus Histiocytosis with Massive
Lymphadenopathy
Destombes-Rosai-Dorfian disease

Very rare, probably less than 1000 cases
reported in the literature




AUTOIMMUNE

LYMPHOPRO-
LIFERATIVE

SYNDROME

Am J Surg Pathol. 2005 Jul; 29(7):903-
011. Abstract quote

Autormmune lyvmphoproliferative
syndrome (ALPS) 15 an inherited
disorder associated with defects in Fas-
mediated apoptosis, characterized most
Histiocytosis With  |ofien by childhood onset of

Massive Iymphadenopathy, splenomegaly.
Lyvmphadenopathy hypergammaglobulinenua, and

in Patients With autoimmune phenomena. Children with
sinus lustiocytosis with massive
Iymphadenopathy (SHML) have a
somewhat similar clinical phenotype in
which prominent adenopathy also 15
associated with
hypergammaglobulinenua, and
autoimmune phenomena are reported in
10-15% of cases.

Histologic Features
of Sinus

Autolmmune
Lyvmphoproliferative
Svndrome.

Maric I, Pittaluga S,
Dale JK, Niemela JE,

Delsol G, Diment J,
REacat T Eaffeld A




LABORATORY/
RADIOLOGIC/ CHARACTERIZATION
OTHER TESTS

Laboratory Markers

Majority have polyclonal elevation of IgG
though there are 4 documented cases of
monoclonal gammopathy

Serum
electrophoresis

Erythrocyte

. . Elevated in 88.5% of cases
sedimentation rate




PATHOGENESIS

CHARACTERIZATION

GENERAL

HUMAN HERPES
VIRUS

Cutaneous
Destombes-Rosai-

J Cutan Pathol 2002:20-113-118 Abstract
quote

Background: We report three new cases of
cutanecns Destombes-Fosai-Dorfman
disease (DEDD). Two were skin-limited,
and one was associated with systemic

involvement. In all cases typical large
5100 positive macrophages with
emperipolesis were present, but different
patterns were seen. A viral etiology has
long been suspected i DEDD.

Methods: Thus, all cases were investigated
for presence of HHV-6 major capcid
protein gene by polyvmersae chain reaction
(PCE), and for presence of HHV-8




GROS5
APPEARANCE/ CHARACTERIZATION
CLINICAL VARIANTS

LARYNX

I Cutan Pathol 1992 Tun;19(3):201-6
Abstract quote

J Laryngol Otol 2000 Jul;114{7):565-7
Abstract quote

Sinus histiocytosis with massive We present a case of an 81-year-old
lymphadenopathy (Rosai-Dorfman man with a history of worsening
disease) 15 a systemic proliferation of dysphonia of six months duration.
cells that resemble the sinus histiocytes

- Rozai-Dorfman disease
of lyvmph nodes. Whereas initial reports

of the larvnx. |+ vear before a sinus lustiocytosis with

highlighted the often striking cervical massive lvmphadenopathy (Rosai-
adenopathy, more than 40% of patients Aluffi P. Prestinari A Dorfman disease) was diagnosed on a
have extranodal involvement. ftamp Ol;i A Castri ‘_'-.[: submandibular lymph node biopsy. On
Cutaneous lesions are the most ' Pia F. presematicu the pqu’ent sh-:-_wed a mass
common form of extranodal diseasze. i the left subglottic area with a modest
but cases that present as cutaneous Department of [Fovcton in the ainvay space. The
disease without lymph node Dmrhinnlgr}ngulng}', patient underwent an endoscopic CO2

laser excision of the mass, without post-

mvolvement are rare. Universitv of Piemonte o o
- operative complications.

Orientale, Novara, Italy
We examined biopsies from three

. . . i : _ ) Histopathological examination and
Histologic features of |,atients with cutaneous lesions of sinus

electron microscope images confirmed

cutaneous sinus |histiocytosis, none of whom had the previous diagnosis of Rosai-
histiocytosis (Rosai- |detectable systemic mvolvement, and Dorfinan disease. The clinical and
Dorfman disease): |compared them to those of two patients pathological features of this entity are
study of cases both with |whose Iymph nodes were involved by discussed.
and without systemic |tpe djsease. The histology of skin
involvement. (lesions in all five cases showed dense ORBIT/EYELID

nodular or diffuse infiltrates of
Chu P, LeBoit PE. "histiocytes," emperipolesis of
eparimentof |- s 2ttt st | B v il
epal Fmeni o ' e pr in sinus histiocytosis |Sinys histiocytosis with massive
Dermatology, School of |lumens of dilated Iymphatics. At the with massive [lymphadenopathy (Rosai-Dorfman
Medicine, University of perlphme& of the lesions were lymphadenopathy |disease) is 2 non-hereditary histiocytic
California, San |lymphoid aggregates and thick-walled (Rosai-Dorfman |proliferative disorder affecting young

disease). |people. with extranodal manifestations

nnnnnn

Eur T Ophthalmol 1995 JTan-Mar;5
Relapsing bilateral ({1):39-62 Abstract quote




TYPES CHARACTERIZATION

Jun T]Zlerm 1tnpath- ol. 2005 Aug; 27
_ Abstract quote

1-Dorfman Disease (RDD) 1s
idiopathic reactive proliferation of
distinctive histiocytes that have abundant
o cvioplasm and comms -111" exhibit
Deposition in a intracytoplasmic ingestion of
Case of inflammatory cells (emperipolesis). The
Cutaneous Rosai- |histiocytes are immunopositive for S100
Dorfman Disease. [protem and are typically associated with
an infiltrate of Iymphocytes, plasma cells,
Motta L, and neutmphilza. The « clinical
McMenamin ME, resentation is massive *3111'11'“"3111'3ﬂf of

Crvstal

From the
*Department of
Dermatopathology,
St. John's Institute
of Dermatology, St.
Thomas" Hospital,
London, UK;
daggerDepartment
of Histopathology,
St. James's Hospital,
Dublin, Ireland; and
double daggerAl

involvement 15 commeon either as
disseminated disease or as a result of
primary disease.

We report an exceptional case of
cutaneons RDD with crystal deposition m
young male presenting with skin
nodules. Skin biopsy showed classic
features of cutaneous RDD with the
additional feature of conspicuous
rhomboidal and needle-shaped crystals




SPECIAL STAINS/
IMMUNOPEROXIDASE

CHARACTERIZATION

Special stains

Immunoperoxidase

Hum Pathol 1980; 20:711-715

Histiocytic cells are strongly posttive
for 5100

Immunophenotypic
characterization of sinus
histiocytosis with massive
lvmphadenopathy (Rosai-
Dorfman disease).

Eisen KN, Bucklev PJ,

Semin Diagn Pathol 1990 Feb.7
(1):74-82 Abstract quote

Histochemical and
mmmunohistochemical studies have
been reported m only a few cases of
sinus histiocytosis with massive
Iymphadenopathy (SHML) to date.
These indicate that SHML cells
belong to the macrophage/lustiocyte
family, but their exact origin 15 still
unknown.

We determuned the antigenic
phenotype of SHML cells in sections
from 20 cases of routinely fixed.
paraffin-embedded tissue and from
two cases of fresh frozen tissue using
a broad panel of antibodies to
macrophage/histocyte, B-, and T-cell
anfigens. SHML cells expressed the




DIFFERENTIAL
DIAGNOSIS

LYMPHOMA

Emperipolesis in a
case of B-cell
lymphoma: A rare
phenomenon outside
of Rosai-Dorfman
disease.

Lopes LE, Bacchi
MM, Coelho KT,
Filho AA, Bacchi CE.

Rhinoscleroma

KEY DIFFERENTIATING FEATURES

Ann Diagn Pathol 2003 Oct;7(5):310-3.
Abstract quote

We describe a case of a diffuse large B-
cell lvmphoma with extensive
emperipolesis phenomenon. Light
microscopy revealed nmumerous CDG8-
positive/S-100-negative lustiocytes
containing viable neoplastic hematopoietic
cells m their cytoplasm. Electron
mucroscopy confirmed these findings. In
this case, there was no evidence of Fosai-
Dorfman disease erther climcally or
histologically.

This report emphasizes that emperipolesis
15 not restricted to Rosai-Dorfman disease
and can be found in other conditions

including non-Hodgkin lymphomas.

Am J Surg Pathol 1994 Jan;18(1):83-00

Abstract quote

51 men who had undergone hip
replacements for degenerative joint
disease or travma subsequently had radical
prostatectorues or cystoprostatectonues
with bilateral pelvic lymph node

]l P -Tal



PROGNOSIS

Sinus histiocvtosis
with massive
lymphadenopathy.
An analysis of 14

deaths occurring in
a patient regisiry.

Foucar E, Rosai J,
Dorfman REF.

Cancer 1984 Nov 1;54(9:1834-40
Abstract quote

Sinus histiocytosis with massiv
Iymphadenopathy (SHML) 1s generally
regarded as a bemign disorder m spite of
its propensity to form large masses and to
dissermnate to both nodal and extrancdal
sites. Although in most patients the extent
of SHML does not appear to deternune
disease outcome, recent reports have
documented that infiltrates of SHML can
cause death.

To gain perspective on the role of SHML
in patient deaths in this population, the
authors analvzed the 14 known fatalities mn
an SHML registry comprising 2135
patients.

The average age at death was 33 vears.
Autopsy was performed on eight patients.
SHML infiltrates were clearly the cause of
death in only two patients {previously
reported). In another four cases persistent
SHML was prominent at death. The other
deaths were the result of complications of
defined immunologic abnormalities (five),
or of unusual infections (three). The
authors have not seen an example of
cytologic malignant transformation of
SHML.




REATMENT

Chemotherapv

Radiation therapy

Sermun Diagn Pathol 1990; 7.83-86

Most effective regimens in a review of
many cases imnclude a vinca alkaloid
combined with an alkylating agent and
corticosteroid

Orverall the response rates are inferior to
those seen i other hematopoietic diseases
such as malignant Ivmphoma or
Histiocytosis X

Sermun Diagn Pathol 1990; 7:83-86

Review of 34 patients found 10/34 with
complete or partial response

6/18 with dose specified RT had favorable
Tesponses

Usually utilized for threatened function
such as spinal cord compression or
respiratory embarrassment

COrverall, responses were inferior to those
expected with malignant hematopoietic
neoplasms




Medical News You Can Use
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Paget’s Carcinoma?
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The way to become boring
IS to say everything.

Voltaire



Can a pathologist make a difference?






""Pease allow me to thank you for posting
your article on vestibular papillomatosis. 1
only wish I had seen it 10 months ago!
Your comparison of symptoms is
something that I have now forwarded on
to the three doctors who misdiagnosed
my condition as HPV. It makes it quite
clear how one can distinguish between
the two conditions. Talking to my family
doctor who is in the US...and doing web
research on HPYV, I simply could not
understand how what I was experiencing
was being diagnosed as such. I tried very
harsh chemical treatments and almost
underwent laser surgery at these Dr's
suggestion.



Luckily, I continued to question why nothing about what I
was experiencing was consistent with HPV and why the
treatment was certainly having no beneficial effect. If
anything, the treatments made me much more uncomfortable
and ill. Anyway, I just wanted to let you know that my new
doctor who finally diagnosed vestibular papillomatosis
pointed me to your web page to help convince me that he was
right. After 10 months of this nightmare, it was hard to believe!
I want you to know how much I appreciate your information. "



As a general rule, the most
successful man in life is
the man who has the best
information.

Benjamin Disraeli
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“I’ll be referring you to a pathologist”
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