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IMCD has a serious and significant impact
on patient health and survival:

eSevere organ damage: If uncontrolled iMCD can lead to severe
organ damage.l

eIncreased risk of developing cancer: In a study of 128 patients
with iMCD, the prevalence of cancer was 3-fold higher in patients
with iMCD relative to age-matched controls.?

ePoor survival: 1 in 3 patients die within five years of diagnosis.!
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= Flu-like fewver

Patients with iMCD often present 0
with a mix of symptoms which can

look like an infection, and/or
autoimmune/autoinflammatory @D
disease and/or malignancy.

Suspect iMCD if the patient presents with a pre

combination of common signs and symptoms
ShOWn in Figure 1- MNeuropathy

Figure 1: Common signs and symptoms of iMCD (note,
not all iIMCD patients will present all of these symptoms)

Other symptoms and signs that are indicative of iMCD and can be helpful in leading towards a diag

include:?

O Elevated IL-6, sIL-2R, VEGF, IgA, IgE, lactate dehydrogenase and/or beta-2 microglobulin (B

O Reticulin fibrosis of bone marrow

O Diagnosis of disorders that have been associated with iMCD: paraneoplastic pemphigus,
obliterans organising pneumonia, autoimmune cytopaenias, polyneuropathy (without di
POEMS-associated MCD), glomerular nephropathy, inflammatory myofibroblastic tu

Skin changes/flesions

Jaundice

Swollen joints

Oedema




IMCD- Diagnostic criteria

International guidelines have been published on the diagnosis of
iMCD1

These guidelines recommend that patients with suspected iMCD
should be examined for major and minor diagnostic criteria
(covering lymph node pathology, clinical symptoms and
laboratory abnormalities), as well as excluding conditions that
mimic iMCD.!

References
1. Fajgenbaum DC, Uldrick TS, Bagg A, Frank D, Wu D, Srkalovic G, et al. International, evidence-based

consensus diagnostic criteria for HHV-8-negative/idiopathic multicentric Castleman disease. Blood.
2017;129(12):1646-57



Diagnosing iIMCD

 Three-part consensus diagnostic criteria have been
proposed:

« Major criteria: multicentric lymphadenopathy and
characteristic lymph node histopathology

« Minor criteria: =2 of 11 minor criteria, including =1
laboratory abnormality

- Exclusion criteria: infectious, malignant and autoimmune
diseases listed in the exclusion criteria must be ruled out



Diagnosing CD

Symptoms in CD often overlap with symptoms of many more common illnesses. This
is why a Castleman disease diagnosis cannot be made with symptoms alone and
requires further testing.

« Lymph node biopsy: Diagnosis of CD requires an excisional lymph node biopsy
That shows features of Castleman disease.
o "Excisional” means that the lymph node must be surgically removed entirely
so that it can be specially prepared and evaluated by a pathologist.
¢ Imaging: shows how many lymph nodes are affected and can help to distinguish
between UCD and MCD.
o (T scan: can detect enlarged lymph nodes
o PET-CT scan: uses a radiotracer to detect enlarged lymph nodes and the
activity of those lymph nodes
e Laboratory tests:
md count: hemoglobin, white blood cells, platelets
o Inflammation markers: CRP/ESR
o Markers of organ function: liver function tests, albumin, creatinine (tests
kidney function), HIV/HHV8 testing (used to test for HHV8-positive MCD).




Treating iIMCD

SYLVANT® (siltuximab) is the first and only FDA/EMA approved
therapy for Multicentric Castleman Disease (MCD)* and is
recommended as a preferred first line therapy by clinical guidelines.!

»*Adult iIMCD patients who are HHV-8 and HIV negative.!
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Treating iIMCD

Siltuximab is recommended as front-line therapy for patients with
non-severe iIMCD, due to the good quality data on safety and
efficacy!

dose steroids as a first-line therapY due to the high quality a
volume of efficacy and safety data

Severe disease must be closely monitored, as life-threatening
events may occur in this populationt

‘ Severely ill patients should be treated with siltuximab and higg-
n

van Rhee et al. Blood 2018; 132(20): 2115-24 8



International Prognostic Index

valuable tool for iMCD prognostic prediction and treatment decision making
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Figure 1. Schematic illustration of risk stratification of iMCD (idiopathic multicentric Castleman disease, HIV/HHV-8-negative) and
proposed optimal treatment

Correspondence: Kern H. Young, M.D., Ph.D., Hematopathology Division, Department of Pathology, Duke University MMedical Center, Dur-
harm, North Carolina 27710, UsA. Telephone: (219) 668-7568; e-mail: ken.young@duke .edu Received September 25, 2020; accepted for
publication October 28, 2020; published Online First on November 30, 2020. http//dx.doi.org/10.1002/onco. 13605

MNo part of this article may be reproduced, stored, or transmitted in any form or for any means without the prior permission in writing from
the copyright holder. For information on purchasing reprints contact commercialreprints@wiley.com. For permission information contact
permissions@ wiley. corm.

The Oncologist 2021;:26:4—6 www.TheOncologist.com © 2020 AlphaMed Press




NETWORKING & COLLABORATION
CDCN; CSTL

The Castleman Disease Collaborative Network (CDCN) is dedicated to
accelerating research and treatment for Castleman disease, a disease at the
intersection of cancer and autoimmunity, and revolutionizing biomedical
research to cure many more diseases.

CDCN story began when third-year medical student David Fajgenbaum was struck and almost killed by
Castleman disease.

After several relapses and recoveries, plus a completed medical degree, the Castleman Disease
Collaborative Network (CDCN) was co-founded in 2012 by Dr. David Fajgenbaum and Dr. Frits van Rhee
(of the University of Arkansas for Medical Sciences).

The Center for Study & Treatment of Castleman & Inflammatory
Lymphadenopathies (CSTL) was started by CDCN Co-Founder Dr. Fagjenbaum at
the Perelman School of Medicine at the University of Pennsylvania

Reference: https://cdcn.org/
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Variable
Sex

Female

Male

Age

Primary cause of death
Death from AE
Death from malignant disease under study
Death other

Disease status at last known follow-up

Disease progression

Progression free

Q Search

Table 1. Patient Characteristics

Cohort

Overall, N =
N 487 G, N = 287

48

15/48 (31%) 6 /28 (21%)

. 22/28
33/48(69%) g9
48 65 (19) 74 (18)

19
3/19(16%) 3/16(19%)
6/19(32%) 5/16(31%)
10/ 19 (53%) 8/ 16 (50%)
48

14 /28

19 /48 (40%) (50%)

23 /48 (48%) 9/ 28 (32%)

R N = 207

9 /20 (45%)

11/20
(55%)

54 (14)

0/3(0%)
1/3(33%)

2 /3 (67%)

5/ 20 (25%)

14 /20
(70%)
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Response 48 044  ©
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er / 48 (4.2%) (7.1%) /20 (0%)
_ 3/28 4/20
(o)
Partial response 7 /48 (15%) (11%) (20%)
: 5/28 3/20
(¢)
Progressive 8 /48 (17%) (18%) (15%)
6/28 1/20
Unk 7 /48 (15%
nknown 1481(15%) (21%) (5.0%)
Best Response 48 0.17

21/48 19 +28 11420

C let
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Read aloud

Entire Cohort

= Patients with Castleman disease

Survival probability

0 24 48 ; ' 120 144 168 192 216
Months

Number at risk
| 48 24 19 7 5 3 2 1
0 24 48 : ' 120 144 168 192 216
Months

Entire Cohort
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