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International Castleman Disease
Diagnostic Criteria Meeting

Hosted by: Castleman Disease Collaborative Network & Penn
Orphan Disease Center

Philadelphia, PA
November 20-21

Perelman @R

School of Medicine g. A

School of Medicine S ——
Goals

= Establish a clinico-pathological diagnostic criteria for HHV-8-negative
multicentric Castleman disease based on evidence from over 200 patients
and expert consensus

= Review and agree on questions for the ACCELERATE registry

= (if possible) Develop a severity scoring system or response criteria based
on the diagnostic criteria

Agenda

Friday
=9 AM - Noon Histopathological review (Pathologists +/- clinicians)
= Noon —1:00 Lunch

=1:00-1:30 Ground Rules for Discussion on Diagnostic Criteria

= 1:30-2:00 Pathologists Provide Recommendations from AM Session

=2:00-3:30 Discussion of Clinical and Laboratory Features for Criteria

= 3:45 - 4:45 Discussion of Diseases to be Excluded or Associated for
iMCD Diagnosis

= 4:45 - 5:45 Summary Session on Key Findings from Three Sessions

= 5:45-6:15 Final Vote on Diagnostic Criteria

= 7:30-10:30 CDCN Quest for a Cure Event




Agenda

Saturday

"8 AM -9 AM:  Review of ACCELERATE Registry Goals

= 9:00 - 10:15: Discussion of proposed research questions (Part 1)
= 10:30 - 12:00: Discussion of proposed research questions (Part I)
= 12:00 - 1:00: Lunch

= 1:00 - 3:00: Discussion of proposed research questions (Part I1)
= 3:00 - 4:00: Vote/Agreement on Research Questions for Registry
= 4:00 PM: Closing
———

Pathology Session

Pre-Meeting Process
= 4 UPENN hematopathologists reviewed 20 cases from Siltuximab studyand graded the
following features:

— Regressed Germinal Centers: 0-none, 1-few present, 2-many germinal centers are
regressed, 3-most germinal centers are regressed

— FDC prominence: 0-not prominent, 1-FDCs mildly prominent within germinal center, 2-
FDCs moderately prominent, 3-FDCs very prominent, with essentially no lymphocytes

— Vascular proliferation, particularly of HEVs: 0-normal lymph node vascularization, 1-
slightly increased vascularization, 2-moderately increased vascularization, 3-very
prominent vascularization

— Plasmacytosis: 0-normal # of lymph node plasma cells present, 1-slightly increased
number of plasma cells in interfollicular space, 2-moderately increased interfollicular
plasmacytosis, 3-sheets of plasma cells

— Architectural disruption: 0-normal architecture, 1-slightly abnormal architecture but
still patent sinuses, 2- moderately disrupted architecture, 3- severely disrupted

— iMantie zone expansion: 0-normai iymph node mantie zone, i-siightiy expanded mantie
zone, 2- moderately expanded mantle zone, 3-severely expanded mantle zone

— Hyperplastic germinal centers: 0- no hyperplastic germinal centers, 1-rare hyperplastic
germinal center, 2-occasional germinal centers are hyperplastic, 3-many germinal
centers are hyperplastic .

Pathology Session

Observations
= 20 cases reviewed of the 139 Janssen cases (79 confirmed iMCD and included, 60 excluded)
= Feel key features are being graded, also noted some lymph nodes were sclerotic, we saw
both hyperplastic and atrophic germinal centers in the same node in several of the MCD
cases. We noted budding/shared germinal centers in two cases. Morphological mimics that
came to mind as we reviewed were marginal zone lymphoma and T-cell lymphoma
= Very strong concordance with David Wu's initial review:
— Positive concordance (both considered positive or both considered negative) - 16
— Case excluded because HHV-8/HIV (so pathology non-informative) — 1
— Not correlated — 2
— Case where Penn said "Questionable/possible features of CD, but not positive" and UW said
positive —1
— Of note, 13 of the first 20 were confirmed MCD by David Wu's group and 7 were excluded
for either not being MCD by path or not being symptomatic enough.




Pathology Session

Plan
* Friday AM:
— review MCD cases where both Wu and Penn agree on +and — MCD.
— review of "questionable cases" to identify potential features that help you to feel more or
less confident in an MCD diagnosis.
— will review through Elaine’s cases and Janssen cases "#24" and beyond using the criteria
discussed/agreed upon.
*= Friday afternoon:
— 2:15pm: Pathologists will present findings/discussion from morning for diagnosis discussion.
= Saturday morning (starting at 8am or 9am):
— Pathologists will go to HUP (founders 6) to review more slides that are brought to the

meeting using the Friday criteria with goal of grading 40-50 more cases to support the
diagnostic criteria paper.

How will we establish the diagnostic criteria?

= Evidence-based (see handout)
— Clinical data from 128 cases of HHV-8-negative MCD (submitted)
—Clinical and histological data from 79 cases from Janssen’s siltuximab study
—Clinical and Histological images from 12 cases of TAFRO in Japan (Sato)
— Clinical data from Eric Oksenhendler’s 22 HHV-8-negative MCD cases
—Clinical and histological data from XX cases brought by attendees

= Expert consensus-based
—22 representatives from 5 countries
—Ground rules to evaluate the proposed diagnostic frameworks

= Patient-focused and informed
—Two iMCD patients participating in criteria development

Ground rules

= Lots of information to cover, so we must stay focused!
= We must avoid group-think!
= Disagreement is encouraged

= Process informed by interviews with criteria developers for other diseases
(Guillain-Barre, CIDP, and Angelman syndrome) and from: Nair R, Aggarwal
R, Khanna D. “Methods of Formal Consensus in Classification/Diagnostic
Criteria and Guideline Development” Semin Arthritis Rheum. 2012.

= We are striving for 100% consensus, but we will have to accept <100%. We
will have majority rules on all votes except for final vote (need 75%)

= Anonymous voting




Ground rules

= Proposed ‘evidence-based’ hybrid ‘Nominal Group Technique’ and ‘Delphi’
framework:
— Attendees will review summary information from 200+ cases
— Attendees will vote for/against three possible diagnostic frameworks based
on the most commonly reported features in iMCD cases
—Then, features not included will be discussed/nominated.
—Then, each clinical and laboratory feature will be voted on.

- Vote

- Discussion Criteria A +/- feature Criteria C +/- feature

- Vote

Criteria C +/- X features —

0

Diagnostic criteria frameworks

= Where on the spectrum are we drawing the line?
— A: What constitutes HHV-8-negative MCD and which diseases to exclude
(iMCD and not MCD)? (voted for A)
— B: What constitutes HHV-8-negative MCD and which diseases are
associated with it (iMCD and aMCD)?

Castleman-like LN features
Single LN Multiple enlarged LNs

Diseases
A HHV-8- MCD causing CD LN |]
to exclude
]

= —————
Diagnostic criteria
l ] Multiple
l [ HHV-8-neg.
I I [ HHV-8-nog: POEMS-
(ex: (ex: HIV, g MW» ass:;l:d

And other
uncontrolled

infections, Plasma- || Hyaline Plasma
including blastic || Vascutar cu m

Fajgenbaum et al, Blood 123.19 (2014): 2924-933.




e ——
Diagnostic criteria: Unanimous vote in favor

Major Criteria (need both):
= CD Pathological Features (see next slide)
= Two or more enlarged lymph node stations

Minor Criteria (need 4 out of 11):

Biological

1. C-Reactive Protein (>10mg/dL) and/or ESR (>15)

Anemia (Hgh<12.5 for males, <11.5 for females)
Thrombocytopenia and/or thrombocytosis (>400)
Hypoalbuminemia (3.5)

Renal dysfunction (EGFR<60) or proteinuria >150mg/100ml)
Hypergammaglobulinemia (>1700mg/dL)

linical

Sweats, fever (>100.5), weight loss, fatigue (>2 CTCAE lymphoma score for b-
symptoms)

Large spleen and/or liver

Edema/anasarca/ascites, pleural effusions

Eruptive Cherry Hemangiomatosis or violaceous papules
Interstitial pneumonitis

PO oUuRWN

nawN

e —
Diagnostic criteria: Unanimous vote in favor

Additional Features supportive of diagnosis (NOT REQUIRED):

1. Elevated IL-6 [57/63), sIL-2R [20/21], and/or VEGF [16/20]
2. Reticulin fibrosis of bone marrow

3. SerumAA

4. Para Pemphigus

5. IGA+, IGE+

Di to exclude/: iatad d

* Microbes: HHV-8, EBV, HIV
= Autoimmune diseases: SLE, RA, Still’s, IgG4-related, ALPS
= Neoplasias: HL, nHL, MM, POEMS, AITL




Pathological features compatible with iMCD

Hypervascular Grey Plasmacytic
Histopathology = zone Histopathology
(TAFRO-like) <> (classical)
[CD21] Regressed +/-

W Germinal Centers

roc prominence | —

| [CD34] Vascularity +/-

' [CD138]
- Plasmacytosis

Hyperplastic
Germinal Centers

_

+/- Loss of normal paracortex
+/- expansion of the medulla

Architectural
Disruption

Discussion of Diseases to be Excluded for iMCD

iMCD.like histopatholog

Neoplastic Inflammatory Infectious/Toxin Ingestion
Non-Hodgkin Lymphoma Systemic Lupus Erythematous Epstein-Barr Virus
Cutaneous Lymphoma Rheumatoid Arthritis HIV
Hodgkin Lymphoma Sjogren Syndrome Hydrochoride Ingestion
Multiple Myeloma ic IgG4 i Non:
Clear Cell Meningioma Cat scratch disease
Choroid Meningioma dmmw ine lymphoproliferative rickettsial disease
Giant Cell Carcinoma of lung fungal infection
Calcifying Fibrous
Inflammatory Myofibroblastic Tumor
Diseases reported to co-occur
with iMCD
Neoplastic Inflammatory Infectious
POEMS Syndrome, neuropathy Adult Onset Still's Disease Human Herpes Virus 6
i i OOP ic Juvenile Idi ic Arthritis Hepatitis B Virus
Melanoma Sarcoidosis Toxoplasma
ioit ic T-cell L idosi Mycobacterium Tuberculosis
Indolent T-Lymphoblastic Proliferation ~ Pure Red Cell Aplasia Cytomegalovirus
yt Acquired Factor VIIl Deficiency Toxoplasma

FDC Myasthenia Gravis
ITP/AIHA Familial Mediterranean Fever

Glomerulonephritides

Benign lymphoid hyperplasia

Rosai-Dorfman

e —

Appendices

= Eric Oksenhendler presentation on his French iMCD patients and a possible
symptom/activity score framework

= Kazu Yoshizaki/Makoto Ide presentation on “Epidemiological research on
the MCD therapy in Japan and establishment of patient organization”
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