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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 iMCD (TAFRO) samples from collaborators

255 iMCD samples

237 IMCD samaples from siltuximab study
- 7% patients
- 3 time paints 2ach

20 HHVE+MCD samples

20 Hodgkin lymphoma

10 340D samples from LIS samples
10 patients

# samples from UFenn
1 patient 20 RA samples, 20 lgG4-RD

Contributor to be confirmed
65 Age/gender-matched 20 HLH samples
controls
Discussion
=what other diseases should we gather as controls?

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

Immunosuppressants
=Rapamycin and CyA being used in TAFRO-IMCD 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

T
janssen )' S

e 1

Kazuyuki Yoshizaki, MD, PhD

Professor, Department of Organic Fine Chemicals
The Institute of Scientific and Industrizi Research
Osaka University

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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(both A and B must be met)

A. Both of the following conditions should be met:
1. Single or multiple swaollen 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
lymphadencopathy.
1. Malignant neoplasms
2. Infecfious diseases
2. Autoimmune diseases
4. Other diseases manifesting symptoms similar to CO"
lgG4-related diseases, etc.

"POEME and TAFRO are not excluded from Castleman disease.

Clinical Classification of Castleman Disease

Unicentric Castleman disease (UCD)
Only a single lymph node is involved, or the distribution of affected lymph
node(s) is restricted o 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) Idiopathic MCD .
{2) tdiop [ Castleman Disease ]

UCD MCD

( HHV-8 associated | [ iMCD |

Classification of Disease Severities of IMCD

Severe : At least one of the following conditions persist fer =1 month.
{1} Anemia of inflammation: Hb <7.0 g/dL or RBC transfusion dependent.
{i) Thrombocyiopenia: Platelet transfusion-dependent.
{#) Hypoalbuminemia: Alb <1.5 gidL.
(v} Renal dysfunction: GFR <15 mlimin/1 73m? or nephrotic syndrome.
{v) Pulmonary lesions with always requiring oxygen inhalation.
{vi} Anasarca: Massive pleural effusion or ascites requiring drainage.
(i} Cardiac falure: EF <40% or class [V in the NYHA classification.

Moderate : At least one of the following conditions persist for =1 month.
{1 Anemia of inflammation: Hb <8.0.
{i) Thrombacytopenia: Platelet cownts <20.000/pL
{iil) Hypoalbuminemia: Alb <2.0 gidL.
{w} Renal dysfunction: GFR <30 mifmin/1 73m? or Prot/Cr ratio »0.5 g/gCr.
{v} Pulmanary lesions with dyspniea on daily Bght exertian.
{vi} Anasarca: Pleural effusion or ascites.
{wii} Cardizc fadure: EF <50% or class |1l in the NYHA classification.
{viii)Organ damages caused by histodogically proven secondary amyloidosis.

Mild : Neither of the above conditions is met.

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

{by H. Kawabata)
| scoe | 1 | 2 | 3 | a4 |
RP

21, <5 25 <10 =210, <20 220

Hemoglobin Transfusion
2,210 <028 <p LSS
Wil 3 205 <2522 <2215 <15

(g/dL)

= 1 2 3 4

CHAP 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 K.anazawa Medical University, JAPAN
yasum{@kanazawa-med.ac jp

The COCH's Gth annusal " Acoelerating Ressarch & Treatment for Castieman dicease™ meeting on
De-cember 3rd. 2016 at the ATH confersnoe In 2an Disgo & the Manchectar Hyatt Grand Hoted

TAFRO syndrome

@ Dr. Takai K, et al. reported 2 cases with thrombocytopenia,
bone marmmow 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. (Lupws 20:44-50,2011)

T; Thrombocytopenia

A; Anasarca (edema, pleural effusion and ascites)

F: Fever

R; Reticulin myelofibrosis

O; Organomegaly (hepatosplenomegaly, lymphadenopathy)

Differences between TAFRO and non-TAFRO iIMCD

TAFRO syndrome  non-TAFRO iMCD

Conceptidiagnosis Clinical features Pathological diagnosis

Clinical course Acute or subacute  Chronicfindolent
Lymphadenopathy Small or unclear Large

Platelet Decreased Increasedfdecreased
Anasarca Massive, definitely  Occasionally
y-globulin Normal Marked increased
ALP, yGTP Increased Normal

FDP, D-dimer Increased Normal

Ferritin Increased Normal

Renal function Impaired Normal

Multicenter retrospective study in Japan,
based on an on-line patient registry
(UMINODOO11809)

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

Since launched in Sep, 2014, more than 200 cases of TAFRO
syndrome, IMCD, and suspicious cases have been registered.
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A criteria for TAFRO syndrome by Iwaki, et al.

Am J Hematol 2018:01:220.
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
Thrombocytopenia, Anasarca, Fever, Reticulin fibrosis, Organocmegaly.
+ 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 IMCD and TAFRO
Iwaki's criteria

iMCD

Although histology is imporiant, 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 diagnosisitreatment 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=2mag/dl).

B. Minor categories
1) Castleman disease-like features on lymph node biopsy.
2) Reficulin myelofibrosis and/or increased number of
megakaryocytes in bone marrow.
3) Mild organomeagaly, including hepatomegaly, splenomegaly
and lymphadenopathy.
4) Progressive renal insufficiency.

Qur 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, et
cetera.

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

4) POEMS syndrome

5) lgG4-related disease

6) Hepatic cirrhosis

7) Thrombetic thrombocytopenic purpura (TTP ) hemolytic
uremic syndrome (HUS)

Correlation between IMCD and TAFRO
Qur criteria Iwaki's criteria
iMCD
TAFR -
TAFRO

Agenda

In our criteria, histology of lymph nodes is not necessary.
Some of TAFRO patients do not fulfill the criteria of iIMCD.

TAFRO SUMMARY

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

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 iMCD, 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 (int J Hematol.
2016;103:686-02).

* Dverview of Meeting [Fajgenbaum)

* Castleman disease in Japan (Nishimoto)

* Review of dinical data for siltuximab {van Rhee]

* Diagnostic criteria update (Elenitoba-lohnson)

* Dverview of 2016 Research Progress (Fajgenbaum)

* Overview of 2017 Research Plans and Collaboration Opportunities [Shilling)
* Small Group Disoussicon and Open Forum

* Call to Action

Castleman-Like Lymph Node
Features

(o] [ | [
Fathosogy® Fathology® Fathobogy
TRFRO Kon-TAFRD

- Low PITs - HighPITs

- Fluid scoumuistion - Mild effusicns

- Mormallgs - Hyperigs

- VEGF mssocisted - Il mszocisted
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Tentative Diagnostic Criteria and Disease Severity Classification of
Castleman Disease in Japan

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 organ(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 neoplasms
2. Infectious diseases
3. Autoimmune diseases
4. Other diseases manifesting symptoms similar to CD*
IgG4-related diseases, etc.

*POEMS and TAFRO are not excluded from Castleman disease.

Clinical Classification of Castleman Disease

Unicentric Castleman disease (UCD)
Only a single 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) Idiopathic MCD ,
Castleman Disease E

ucb

| HHV-8 associated |




Classification of Disease Severities of iIMCD

Severe : At least one of the following conditions persist for >1 month.
(i) Anemia of inflammation: Hb <7.0 g/dL or RBC transfusion dependent.
(i) Thrombocytopenia: Platelet transfusion-dependent.
(iii) Hypoalbuminemia: Alb <1.5 g/dL.
(iv) Renal dysfunction: GFR <15 ml/min/1.73m? or nephrotic syndrome.
(v) Pulmonary lesions with always requiring oxygen inhalation.
(vi) Anasarca: Massive pleural effusion or ascites requiring drainage.
(vii) Cardiac failure: EF <40% or class IV in the NYHA classification.

Moderate : At least one of the following conditions persist for >1 month.
(i) Anemia of inflammation: Hb <8.0.
(i) Thrombocytopenia: Platelet counts <20,000/pL.
(iii) Hypoalbuminemia: Alb <2.0 g/dL.
(iv) Renal dysfunction: GFR <30 ml/min/1.73m? or Prot/Cr ratio >0.5 g/gCr.
(v) Pulmonary lesions with dyspnea on daily light exertion.
(vi) Anasarca: Pleural effusion or ascites.
(vii) Cardiac failure: EF <50% or class Il in the NYHA classification.
(viii)Organ damages caused by histologically proven secondary amyloidosis.

Mild : Neither of the above conditions is met.

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

(by H. Kawabata)
CRP

(ma/dL) 21, <5 25,<10 210, <20 220

Hemoglobin <12, 210 <10, 28 <8 Transfusion
offe] dependent

Albumin
(g/dL)

<3, 225 <2.5, 22 <2,215 <1.5

CHAP score = CRP score + Hb score + Albumin score + PS score
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treatment strategy for TAFRO syndrome, 2015 version.
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Ishigaki Y, Kurose N, Ide M, Murakami J, Nara K, Yamamoto H,
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A, Awano N, Ikushima S, Ohta Y, Furuta NI, Fujimoto S,
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Nakamura S, Kinoshita T, and Aoki S.
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CASTLEMAN DISEASE:

Dur focus 5 on bringing together all those who are working Lo save and extens

patients. Through advanced research and cutting edge methodology, DN 15 accelerating the

treatment of this disease on a global scale. In tandem with this vital arch comes the support for
those who suffer from CID, as well thetr families and loved ones who are also a part of this journey.

CASTLEMAN DISEASE BEFORETHE CDCM  Challenges Within Biomedical Resaarch Community

= ‘The iraditsonal model, which generaliy svolves research
organirations rising femds and mvitng mdvidual
rescarchers i appl Lo wse the funding how thase

1M co-founder D Fajgenbanm reterned to medical
schaol afler 2 year of medical leave spent balting.
s first step was 1o grasp the corent staie of C

Hiz observed major gaps in oer knowledge of the disease and rescarchers determine.
uncovered sssues that were slowing progres, mcladmg: = Research s not done 1s part of an overarching sirategy.

= Projects donit necessarily build om other projects.
Challengss Within Castloman Diseass Ressarch = Competitson for kmited finding prevents ooliaboration

= Few communication inols exist for ressanchens o cmnect
+ Lack of collaboration hetwern physicians and researchers. b R O
= Inzccurale information. = Fatients e nien ned incladed in discussdons of research.

= Absenice of comsemmes critena for diagnosing CL.
disease moded amd general risundersianding of dissase
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with no research Ove 90%

Lx. Fajgenbaum studied the rave disase resarch field alongside
Dir. Arihur Rubensiein 21 the University of Fennsybania and
finund systemec ssues withn the larger beomedical research
commansty that were alsa skowing progress for £1) research.
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WHAT IS CASTLEMAN DISEASE?

An Immune system disord er, but more research 1s needed to understand the cause and mechanisms.

The lenreuns: Sys tem Basomes Activated
And Attacks Vital Orgars

D describes a rare group of three seprate
diserdees that share arrufar Frmph node appearance nder the
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Features ape chserved ina node,
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ABOUT CASTLEMAN DISEASE; 3 SUBTYPES
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CASTLEMAN DISEASE SIGNS AND SYMPTOMS

CD is difficult to diagnose. Patlerts have a wide range of syrmptoms that are often initially
misdiagnosed as ather allments. We hope that the new diagnostic criteria that the CDCH
spearheaded (Blood, 2017) will spesd up time to diagnosis.

FLU-LIKE SYMPTOMS LYMPH NODE
Exparienca faars, night * Enlargamant of lymph
swwants, Fatigua, and nades in multipk ragions
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nodes in only one region
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TURNING PROMISING RESEARCH INTO PERMANENT CURES

Soon after Cirs. Fajgenbaum and van Fhee co-founded the COC2 tn 2012, they part nered with Greg Pacheco and the
mkmmﬁnm-ammtummmﬂmsmﬂwmmumu COCX has made significant

the waps doctors think shout €T
PHASE1&2 PHASE3 & 4
Barild Commemity & Prioritit Raworch Ereonte Reseavch & Identfy / Trock Trastmanty
= Connected the gobal community of 4004+ = Engaging patients and Joved ones to fight back:
physiclans and researchers. agalnstC 0 by ralsing meney and awareness for
= Assembled scieniific 4dvisoey Board of 32 experts ressarch through the Castleman Warrior program.
from sight countriss = Bullding a global patient ragistry for CD
5 v like through 2 majer callabarative partncrship.
the ] endership team, and coline discuston boands = Engaging leading experts to conduct the
- dedge high-priorky projects in the IRA.
for CD though an article published 1o the top = Collecting patient samples for pesearch.
hematclogy journal, Blood. = Recruting bop researchers to conduct CID
= D high. the research.

mbernational Research Agenda (AL

STATUS: COMPLETE STATUS: CNGDING
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OUR GLOBAL RESEARCH NETWORK
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THE CDCN'’S PATIENT-CENTERED PROGRAMS

PHYSICIAM,
RESEARCHER & » Facilitata

INDUSTRY ENGAGEMENT connactions batwean
physicians and
resaarchers to drive
resasrch Forward.
-E

ph:’“mf:nn:iul

Companias to Support

CD patiants and

rasaarch.

» Exocuts the Intarnaticnal Rassarch

s history ;&:'".5,'”“..« el

‘Conduct and publish CD
mudandrl-h

AWARENESS &
FUNDRAISING

CDCH ST 5 Camrmriey Upsane | T

OPPORTUNITIES FOR RESEARCHERS

D research stis at the inberse ction of RHEUMATOLOGY

‘hemartalegy, cocology, wnoloay,

cheumatology, and tmmunology: 1 15 also

posttioned on the frontier of medlcine, &

the pathogenests and tiokegy of most e O -0 0T IMMUNOLOGY
of CD 1s poorly understecd. o P

Wi seck to fund further research to find
anwers 1o the toughe st guestions sbout

this disease. By focusing on €O, researchers
could unco ver aspects of its eticlogy and
patwgenssis and be published in high-
impact medical journals.

If you are interasted in conducting ressarch.
andor collaborating, please reach out to
Infiog castleman nstwork. org or Wsit
COCH. org for merm: Informat lon oo our

next pound of research grant funding. VIROLOGY

OUR TOP FUNDING PRIORITIES FOR 2017

Funds Meedod For Rusearch
$164.000

— FRecarch Oparaticrs
fifer ’ $103.000
Pathegan Discovary Projact _' — L “<..--_
—1I $623,725 s

FUHDING GOAL

RNA S4quencing Study

§45000 —
Marw Imreatigator CO

Pilok Granks

$50,000 —m8m8M8™— ——— Aute-antibody study
MHack Generation
Saguencing Studiss

TEH TR Corw sy Updes | B

FINDING A CURE FOR PATIENTS LIKE KATIE

Blaing A Path Ts A Cura

iz ek 2 very day to fined the anmes s to questions that
make treatmeent decslons dificuk and dow prograss tea
cure suchas:

« What triggers the imumne response n UCD and IMCD?

+ Which cell type s the problem cell, or the Casileman cell”
where the diseas: onginates?

+ What cellular signaling pethenys are activated?

+ What are all of the inflammateory proteins being secreted

by thess activated cdlst
+ What role dowes penetios play in CD?
The CDCN works with sxperts from around the glob= and.
! y of back
quesionsand eliminate thisdissase.
ACCELERATE Patierst Rugistry
Hha e Sk el Chur Tap Feur Projecs Inshude:
and natural istory study of CO, called ACCELERATE A
i e §  MEASURIMG the Jevels of 1,129 protein: and
and major academic medical center, ACCELERATE s an
oheervatlanal, web-based regtstry that comthines data from 1 Inflamymatory messengers tn the lood of patkents
Phystctans and patients wound the workdts better | SEARCHING fur pothogens that may trigger CT.
deadly
The rzgistry uszs an innovathve design developed by our 3 IDEMTIFYING cells and/or sctivated totracelbular
Sclentific Adwisory Board and will provide insights into pathways that drre the disease

diagnosis, treatment, and ouwtcomes, D Fijgenbaum serves
asthe Principal Investigabor. ACCELERATE was laumched in I.'E;. UNDERSTANDING the mle of genetics in.C0.
Hovember 2016 and patient enmllment ls ongolog!

Worksd with experts from around the woeld
2012 to dewelop an Loternational Research Agenda

Funded siudies In collsboration with more
than 12 unfversties around the workd that

(1R ) that trventores and priorttzes high- inectly tmpact pattent care and help
Ampact research projects. doctos get the pight drugsto thetr patients.
tdeniified and built the global research [ ?0;2 v g i g
£ Impact
Ry e et ] mesearch shadiss and proje cts to uncover how 2017

ouarently known about the dissase, prioctiize 1 rt
\mpact studles, 201 the disease works and identify treatments
=, J&ﬁmmﬂ“&““’“"“’ 014 that are effective for each mbtypeofcn, || FEYOHD

RN - 0 Commmalay Ui | 12




WE NEED YOUR HELP TO FIND THE CURE

Mow that the CDCM has connectad the research community and created a blueprint for curing
the disease, we know exactly which projects need funding. With your support, we can make major
advances to sobve this disease.

How You Can Maks A Difference '
B e A BECOME A WARRIOR!
needed o improve patlent: care. f you are @ patlert,
Jorwed o, o sormen e whesapes about advanchg
trzatments, we nezd your help:

DOMATE

Fund high- Impact r2szarch

BECOMEA CASTLEMAM WARRIOR

False awareness. funds, and support far pattentsfloved ones
HOST

Held wenlzin your witth the b 1 R
support of the COCN ) iR i )
CONNECT Ty
Bizet other patiznts and koved onzs through ouwr online VARRIORS
communky

REGISTER

COCN patlents<an enter the ragistry and contribute tssue

[old blopsies. blood draws] for reseanch

JOIN

‘Wiark vetth the CDC2 Leadership beam a5 2 volunteer (e.g.
help with creating educatinnal meterials, refining pur soctal
media strategy bo ralse awareness)

COCH 002018 Cons iy Uptie | 13

Existing and Planned Studies

The CDCH worked with experts from around the world to develop an International Research
Agenda that prioritized high-impact research projects. We have provided the current model for
how we think the disease works below (immune system becomes activated, inflammatory proteins
or “cytakines” are released by an unknown immune cell, and organ dysfunction ocours). Our
studles listed on page 10 target every aspect of this model to uncover all of the unknowns of CD.

Several hypothesis have been proposed

A Pathogers
“RUTOIMMUNE TAUTOINFLAMMATORY  “PARANEOPLASTIC “WIRAL
HYPOTHESE" HYPOTHESIS" HYPOTHESIS" HYPOTHESIS"
®
A 858 i
A P
A .
B . P
ey wiar i
P
¥ ) #
PROMNFLAMMATORY

CYTORINES

i i T } 1

FLU-LIKE LVER CASTAEMAN-LIKE  y\ONEY DYSFUNCTION  BONE MARROW

LYMIFH NODE
SYMPTOMS DYSFUNCTION FEATURES DYSFUNCTION

Rezearch Questions That Maed To Ba Areworad:

Wihat causes the elrase of infhenrmatoey proter?
What cells are re} 7 proteins?

.
.
= What are the cellular sigraling patieeays responsible for the inflammatory protein relsase?
+  What approved or povel treatments could help ko treat o cure this disease?

I 00 3018 Conrmm iy Upi | 15

017 Planned Budget

i Ineoema:
CAREICDCHN Evanta
Cartleman Warricr Prograe
Individust A nnuasl Giring

Restricend Grares (k=p individual daners]

Gearstal Span

Total Prajected Revanue for 2017

Bumtricted Fruadk frum piies yeam

Tore LPare/ CDCN Biomedical Lasdership Fallows
Stratugically dirnctad Rusmarch Geants
HUNT |- Colurnbin Humt Pathogen Study

FAST M Seudy

Cahumbia HUNT ll RNA Saquancing
SPEED Il Protmermics Study

Muve lrvastigatior CD Pt Prajects
Antibodmaluto-raectiva T-call Study

Ganemmirs Seaddy

Maxt-gen Studies [GyTOFMIED

Dirical Trial Support

Annud 0OC lnvited Geant Proces

| 2] -S—

Mt Oparsting lncama for 207

Total Reanasch Expacaes

Mot Dpersting ncama For acgueic siom st and of 707
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International, Blood 129(12) 1646-1657 2017
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HHV-8-negative/idiopathic
multicentric Castleman
disease
I | 7 I
Castleman vol 79 suppl, pp 183 2016
Masaki Y, Proposed diagnostic Int J 103(6) 686-92. 2016
Kawabata H, criteria, disease severity | Hematol.
Kurose N, lIde M, | classification and
etal. 25 treatment strategy for
2 7 | TAFRO syndrome, 2015
8 version.
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2037 2016
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003-0006

003-0804

2-3-54

060-8543

16-291

060-8543

16-291

060-8604

13-1-1

060-8604

13-1-1

007-8505

5 1-9-1

078-8510

080-0016

036-8563

990-9585

960-1295

305-8576

311-3193

280

371-8511

3-39-15

371-8511

3-39-15

375-8503

942-1

350-8550

1981

350-8550

1981

350-0495

38

260-8677

272-8516

1-7-1

296-8602

929

162-0054

111-8645

113-0033

JR

151-8528

153-8515
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169-0073
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152-8902

190-0014

108-8639

108-8639

150-8935

113-8519

180-0023

-6 3F
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236-0051

227-8501

213-0015

216-8511

241-0811

1197-1
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43-1

951-8566

950-1197

930-8550

2-2-78

930-0194

2630
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2-1-58
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23-3
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390-8621
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2-20-30
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432-8002

328

441-8570

491-0036
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602-8026
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10-15
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377-2
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21 1

533-0024

1 7_50
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1 17
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