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CDCN (2016 12 4 )

CDCN

CDCN Scientific Advisory Board
Meeting

San Diego, CA
December 4, 2016

G060

A

Agenda

= 10:30AM Welcome/new SAB and CDCN member introductions
= 4 Goals for 2016:
— Continue Lo push lorward International Research Agenda
— Launch Registry
= Launch Bicbank
= Finalize Diagnostic criteria
= Goals for 2017
= Tissue samples
= Closing business

Diagnostic criteria for iMCD — In Process
Major Criteria [need both):

1 Hstopathological lvmph node featunes consistent with the IMCD spectrum:

2. Enlarged lymph nodes {*1om] in twa or more lymph node stations

Minar Criteria {need »2 out of 11 criteria with 21 laboratory oiterda):

Loboratory

1. Elevated CRP {greater than 10me/L) or ESK {greater than 15mm/hry

2. Anemia [Hgh kess than 12.5g/dL for males, hemoglabin less than 11.5g/dL far females)
1. Thrombocytopenia |platelets <150k ul) or thrombocytosis |platelets ~800k/ul )

4. Hypoafuminemia (albumin less than 2 Sg/dl)

. Renal dysfunction fe FR <50 mL/min/1. 73m? ar prateinuria (protein =150me/100m{)
& Polyclanal hypergammaglobulinemia fimmunoglebuin G »1700mg/dL)

Chinical

1. Constitufional symptoms: sweats, fever {>38°C), weight loss, or fatigue
1 parge spleen and/or liver

1 Flud accumulation: edema, anasarca, ascites, or pleunal effusion

4. Eruptive chemry hemangiomatosis ar viclaceous papuies

% Lymphocytic interstitial preumnonitis

Pathology consistent with iMCD

Diagnoses to be excluded

]

= KSHV/HHV-E [infection can be documented by blood PCR, diagnosis of KSH-
MCD requires [HC)

— Clinical CEV-lymphoproliferative disorders such as infectious
mononucleousis of Chienic Active EBV | Detectable BV viral load not
necessarily extlusion)

— Inflammation and adenopathy due to other infections, &.g. acute or
uncontrodled HIV [Controlled HIV not necessarily exclusion)

" Autoimmune diseases

— Requires full elinical criterio, of dies alone not

exclusionary

— Systernic lupus erythematosus, Rheumatoid arthritis, Adult Stll's Disease,
IgGd-related diseae
= Other lymphoproliferative disorders
— Lymphoma, autoimmune lyrmipho proliferative disonder
— POEMS

uropathy, organomegoly, thy, monoclonal
parap skin chonges) considered

Discussion

= New HCD-10 code!

= How can we promote adoption of diagnostic criteria ameng the physician
community?

ACCELERATE: Global Patient Registry/ Natural
History Study

= Finalized data elements, data flow, quality plan/S0Ps, IR8 approval

= Built IT system

= 10 EU sites moving forward, possibly expanding to Hong Kong, Taiwan,
and Brazi

= We have enrolled 20 patients in the US and will soon have the 10 EU
sites launched. We have begun collecting medical records and begun
retrospective data entry shortly.

= Soon will have CAS do first quarterly review

= We will be contacting the physicians for each patient enrolled into the
ACCELERATE registry wia an email and/or letter to encourage them to
complete surveys every 3 months.

= Please encourage patients to register: www . CDCN org /ACCELERATE and
fill out the survey every 3 months when you are sent remindar emails.

ACCELERATE: Global Patient Registry/ Natural
History Study

ACCELERATE Consent Progress

B
- B 0

August Seprembies

October Nowember

B Pravious Mo. Cumulative Total o New Condents
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1,300 serum proteins X 400 sample study:
Still accepting iIMCD (TAFRO) samples from collaborators

255 iMCD samples

237 IMCD samgles from siltuximab study
- 79 pabents
- 3 time paints each

20 HHVE+MCD samples

20 Hodgkin lymphoma

10 At les from LAMS
1 u:b'c?::P ml,lu
A samples from UFenn
1 patient 20 RA samples, 20 1gG4-RD
Contributor to be confirmed
65 Age/gender-matched 20 HLH samples
controls
Discussion

=5 should we gather as controls?

RO samiples and how many more should we zim

& gel mofe

r the variance in number of samples per patient? (eg.

ad N
5 we have 3 timepoints, others we have 1 nmepaint)

SOME Py

Treatments for iMCD
Anti-IL-6
= Only FDA-approved treatment for iMCD; 34% response vs 0% placebo
Rituximab
= Response is variable, but patients often relapse
Cytotoxic chemotherapy (cytoxan, etoposide, etc)
=Good at inducing remission, but relapse is common
Anti-IL-1
= Limited numnber of case reports

Immunosuppressants

= Rapamycin and CyA being used in TAFRO-iIMCD with success

Rationale for using rapamycin + IVIg
in one highly treatment-refractory
iMCD-TAFRO patient

Accelerating Research & Treatment
for Castleman Disease

Sponsored by:
Castleman Disease Collaborative Network [CDCN)

Janssen Pharmaceuticals

S
janssen J | s

P

Kazuyuki Yoshizaki, MD, PhD

Professor, Department of Organic Fine Chemicals
The Institute of Scientific and Industrizi Research
Qzaka Uniwversity

Hiroshi Kawabata, MD, PhD

Department Head of Department of Hematology and Immunology
Kanazawa Medical University

Tentative Diagnostic Criteria and
Disease Severity Classification of
Castleman Disease in Japan

Rinsho Ketsueki, in press.
presented by Hiroshi Kawabata, MD. PhD.

The Japanese Castleman Disease Research Group
(conducted by Prof. Kazuyuki Yoshizaki)
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Essential Diagnostic Criteria for Castleman Disease (CD)
[both A and B must be met)

A. Both of the following conditions should be met:
1. Single or multiple swollen lymph node’s should be present.
2. Histopathological findings of the affected lymph node(s) or ocrgan(s)
should be consistent with one of the following histological types of CD.
1) Hyaline-vascular type
2) Plasma cell type
3) Mixed type

B. The following diseases should be excluded as the cause of
lymphadenopathy.
1. Malignant necplasms
2. Infectious diseases
2. Autoimmune diseases
4. Other diseases manifesting symptoms similar to CD°
lgG4-related diseases, etc.

"POEME and TAFRO are not excluded from Castleman disease.

Clinical Classification of Castleman Disease

Unicentric Castleman disease (UCD)
Ondy a singhe lymph node is involved, or the distribution of affected lymph
node{s) is restricted to a single site which is surgically resectable.

Multicentric Castleman disease (MCD)
Lymph nodes at multiple sites are affected.
Further classified as follows:

{1) HHV-8-associated MCD

{2) ldiopathiz MCD [ Castleman Disease ]

[ vep ) . McD )

| HHV-8 associated || [ iMCD |

Classification of Disease Severities of iMCD

Severe : At least one of the following conditions persist for =1 month.

{1} Anemia of inflammation: Hb <7.0 g/dL or RBC transfusion dependent.

{i) Thrombocyiopenia: Platelet fransfusion-dependent.

() Hypoalbuminemia: Alb <1.5 gidL.

()} Renal dysfunction: GFR <15 mifmin/1.73m? or nephrotic syndrome.

{v) Pulmonary lesions with always requiring oxygen inhalation.

{vi} Anasarca: Massive pleural effusion or ascites requiring drainage.

{vii} Cardiac falure: EF <40% or class IV in the NYHA classification.
Moderate : At least one of the following conditions persist for =1 month.

{1} Anemis of inflammation: Hb <8.0.

{i) Thrombocytopenia: Platelet counts <20,000/pL

{iil) Hypoalbuminemia: Alb <2.0 gidL.

{w} Renal dysfunction: GFR <30 ml'min/1.73m? or Prot/Cr ratio »0.5 g/igCr.

(v} Pulmonary lesions with dyspnea on daily light exerfion.

{vi} Anasarca: Pleural effusion or ascites.

{vii} Cardiac fadure: EF <50% or class Il in the NYHA classification.

{viii)Ongan damages caused by histologically proven secondary amyloidosis.
Mild : Neither of the above conditions s met.

A proposal of CHAP score for objective evaluation of
the disease activity and treatment efficacy in iMCD

(by H. Kawabata)

=5,<10 =10,<20 =20
Transfusion
<10, 28 “8 dependent

Albumin <25 =22 <2 215 =15

(g/dL})

P.S.
{(ECOG) 2 3 4

CHAF score = CRP score + Hb score + Albumin score + PS score

TAFRO syndrome and iMCD
—Toward a consensus in Japan —

Yasufumi Masaki®, Hiroshi Kawabata, and the Japanese
Nation-wide Research Team on TAFRO Syndrome

*Diepartment of Hematology and Immunclogy Kanazawa Medical University, JAPAN
yasumi@kanazawa-med.ac.jp

The COCHN's 6th annsal “Aooelerating Ressarch & Treatment for Castleman diseasa™ mesting on
December 3rd, 2018 at the AZH conferenos in 3an Disgo @ the Manahecter Hyatt Grand Hatsl

TAFRO syndrome

@ Dr. Takai K, et al. reported 3 cases with thrombocytopenia,
bone marrow fibrosis, fever, anasarca, and
hepatosplenomegaly. (Rinsho Ketsueki 51:320-325, 2010.)

& Dr. Kojima M, et al. reported 7 cases with multicentric
Castleman disease presenting effusion at initial clinical
presentation. (Lupus 20:44-50.2011)

T; Thrombocytopenia

A; Anasarca (edema, pleural effusion and ascites)

F; Fever

R; Reticulin myelofibrosis

O; Organomeqgaly (hepatosplenomegaly, lymphadenopathy)

Differences between TAFRO and non-TAFRO IMCD

TAFRO syndrome  non-TAFRQ iMCD

Concept/diagnosis Clinical features Pathological diagnosis

Clinical course Acute or subacute  Chronicfindolent
Lymphadenopathy Small or unclear Large

Platelet Decreased Increasedidecreased
Anasarca Massive, definitely ~ Occasionally
y-globulin Mormal Marked increased
ALF, yGTP Increased Normal

FDP, D-dimer Increased Normal

Ferritin Increased Mormal

Renal function Impaired Normal
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Multicenter retrospective study in Japan,
based on an on-line patient registry
(UMINDOOD11809)

Purpose: To know the epidemiclogy, etiology, diagnosis and
treatment strategy of TAFRO syndrome and iMCD in Japan.

Since launched in Sep, 2014, more than 200 cases of TAFRO
syndrome, iIMCD, and suspicious cases have been registered.




A criteria for TAFRO syndrome by Iwaki, et al.

Am J Hematol 2018:81:220.
1. Histopathological criteria;

*Compatible with pathological findings of lymph nodes as
TAFRO-IMCD
+ Negative LANA-1 for HHV-8
2. Major criteria;
* Presents 3 of 5 TAFRO symptoms
Thrembocytopenia, Anasarca, Fever, Reticulin fibrosis, Organcmegaly.
« Absence of hypergammaglobulinemia
» Small volume lymphadenopathy
3. Minor criteria need 1 or more;
» Hyperinormoplasia of megakaryocytes in bone marrow
+« High levels of serum ALP without markedly elevated
serum fransaminase

Requirements; fulfill histopathological criteria, all major criteria,
and 1 or more of minor criteria.

Correlation between iIMCD and TAFRO
Iwaki's criteria

iMCD

Although histology is important, many cases with TAFRO
syndrome have small or unclear lymphadenopathy, and have
difficulty in biopsy because of anasarca and bleeding tendency.
So. it is not easy to make diagnosis of TAFRO syndrome, while
delayed diagnosisftreatment initiation may cause mortality.

Our diagnostic criteria for TAFRO syndrome
Int J Hematol. 2016, 103:686-92.

All of the 3 major categories and at least 2 of 4 minor
categories should be met.

A. Major categories

1) Anasarca (pleural effusion, ascites and general edema).
2) Thrombocytopenia (platelet count =100,000/ul).

3) Systemic inflammation (BT=37.5°C and/or CRP=2mg/dI).

B. Minor categories

1) Castleman disease-like features on lymph node biopsy.

2) Reticulin myelofibrosis andior increased number of
megakaryocyies in bone marrow.

3) Mild organomeqgaly, including hepatomegaly, splenomegaly
and lymphadenopathy.

4) Progressive renal insufficiency.

Our diagnostic criteria for TAFRO syndrome

C. Diseases to be excluded

1) Malignancies, including lymphoma, myeloma,
mesothelioma, ef cefera.

2) Autoimmune disorders, including systemic lupus
erythematosus (SLE), ANCA-associated vasculitis, ef
cetera.

3) Infectious disorders, including acid fast bacterial
infection, rickettsial disease, lyme disease, severe fever
with thrombocytopenia syndrome (SFTS), ef cefera.

4) POEMS syndrome

5) lgG4-related disease

6) Hepatic cirrhosis

7) Thromhotic thrombocytopenic purpura (TTP)Y hemolytic
uremic syndrome (HUS)

Correlation between IMCD and TAFRO
Qur criteria Iwaki's criteria

iMCD
TAFR ~
TAFRO

In our criteria, histology of lymph nodes is not necessary.

Some of TAFRO pafients do not fulfill the criteria of iIMCD.

TAFRO SUMMARY

1. TAFRO syndrome was first described in 2010, and similar
cases have since been reporied.

2. We have been conducting a multicenter retrospective

epidemiological study of TAFRO syndrome and iMCD in Japan.

3. Some clinical and pathological features of TAFRO syndrome
overlap with those of IMCD, but unlike typical iIMCD, its onset is
acute or subacute, lymphadenopathy is small or unclear, serum
y-globulin level remains in the normal range, usually
complicated by renal insufficiency, thrombocytopenia, and DIC,
and progresses rapidly.

4. Based on these data and our experiences, we proposed a
diagnostic criteria for TAFRO syndrome (inf J Hematol.
2016;103:686-92).
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