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DEAR CASTLEMAN DISEASE FAMILY,

Laniaawech i au ici rcbees, patiants, and
Fammilien brig bo nchring Castlaman discse svary day: Thark you o rmasch fr ll Bt you do sndhare
Aane to advancs resemch, dagnasis, and trestrment far Caslemon direase, The CICH harmade
incrudile pragn ot rmein R
premising rewarch iz af patiarts, like me, wi i

Like mamyaf yau, 1 baves personal connection to the diseass: it nacly killed me. During my third year
ninﬂuln!unl,wh!’lﬂlémzkrlludn#mbdhb&l;lﬂ:,udkmnm'
Fuilere. Afber thrse meoths of b in critical enndii last riees, [ imally
ma.,.mdnuwum—u&umuurw:n,nm-muwr.wm;
bust 1 remcds d rashti-agemt charnstherspey befers 1 eventzlly recmversd — fara shart fime.

L returned b madical schoel an & nission. 1rmmuuu.un.- Frita van Fhae in th
journal, Blecd, which initisted s parsdi i L -
clamiiatim .,mua.mﬁnm.nr.uu-mm.amn.amc.mm:um
Collabarative Rawark (COCH] o acabesis corrch damey inbreastiamly wd fod innersive
trestrusnis for the Rreus.

T the lust frve yoars, tha COC has romcde dramendiu sirides, indnding these highlghes:

s COMMECTED th: glabal community of 4 00+ physicisns and roearchrs thoough the e
lmcgu-srvr Castloran dissass corsarch msslings 1o 1o noling dircusson b o d

ASSEM BLED » Sciantific idvisory Board of 32 experts from EVGHT countries
ESTA BLI SHED tha first-svar disgaratic riteria for WD

..

+  LAUNCHED sppraxinatdy 10 :..h impact studi arcund the warkd b
ventigats the cuse, kry call targeta for Contleruan

. C“[ATEDummﬂbwriﬂcmmmdhnhnerdﬂnH

«  ENGAGED theglobal puticnt ion boaed,
phpuician referealy, and sduationd mstrish

+  MAPPED cu which cther race discams

e fellerring 1a & Bluprint to scdarris rearch
Wonzaf s can take out Castlerman disease oo cur own. Ta mucceed, we ned the eatine comnunicy af

patian, farmdy aoclfrimdr, physiciaas,reserchers, wod diruisic iodividuls During

cur L4 Putimt und Laved Ones Suramit, i Casthiman di E the

'quﬂclnmw&.'hlm—mumbﬁhbﬂ s wa'vs i b wind

IF you wami b= be part o an i e, we et you in cur

mﬂ,lhmuwmmmmmmnhsmu.g:ummy
d the ough the COCN, Lied i

ol the v of thourands cfcthar patimis, Join w and lsm marssbau: bo ,u....m;..m.u...
caune will help-wm b barn promising ressarch inis prrmnant cacer,
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Durid Fajgbancn, MIL, M4, M5

Co-Founder th Exscutive Dinectrr, COCN
Rencarch Auiztat Profersar of Medicivs, Uirersity of Peaybrania

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
= Preciows patient samples were stored away i freesers for years

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
miTusmpe

1.UCD

Unicertric Catlaman Diswase
2. HHV-8+MCD
HHY-8 M ulticentric Castl
3.iMCD

Idipathic Multicantric Castleman Disaxsa

UCD & diagnosed when berved
ina Hopsied lymph node and thers Ls cnly one region of
enlargsd lymph nodes HEV-8+MCD & diagnossd when
Features ape chserved ina node,
EAELV-E 15 debe cied in the lymph node, and thers are muhiple
eegions of enlarged Iymph nodes 1MCT) s diagnosed usingthe
new Fajgenbaum ef al (Blood, 2017} criteria, which requines
characteristic features in the bopsied lymph nods, mabitple
mudwmmmwmm

and

lh:lhhjlmmzr_rinnmnhulm\nplulnd

dhdm:wkhlpl&mmmmhm
acthvated Lymph nodesae the home base for tmmupe cell.

In CT0 pabents,
puud.umm-:ynhnu.pnmnhﬂymm:\euhn.s gl

and the liver,
Ieidneys, and bone marmow

As Daadly As Carear

SYEAR MORTALITY RATE

MULTICENTRIC
[a3]

HODCKIN

LYMPH O

Az Commaends ALS

PRACS TATE
CAMCER
1

CD i diagnosed in approcimatehy & 5000 7,700 patients of
al ageseach year tn the 1.5 MCD i estimated to socount for

30-50% of CD caes,

‘While & does not garner the same

cawarensss as Lou

Gehrigsdisease [ALS), & i estimated that a stmilar number
of Ameericans are dlagresed with CD ench year iswith ALS,
wituich bias an incidenie of 5,600 cases per year in the LUS*

o

AT a marae
* ras (A7) Werd s,
AL Ao P

oy Updiw | 3

ABOUT CASTLEMAN DISEASE; 3 SUBTYPES

UHICENTRIE
CASTLEMAMN DISEASE
L=
% OF CASES o
REGICHS AFFECTED Enlrgad mph nods in cosragian

HHY- A SSOCIATED
MULTICENTRIC €D
(HHY-B+MED)

Mukigleragiora o
anlirgad scdar

T ON ATE OF Mantty <hiiren 1ndysung sdils, Maatly adabts A0-60 yuam chd,
DIACNOSIE but it zan szur it any ige [y —
GENDER Slightly mars samman in Famska Mara cammen in malax
Unaall bus o spmebomn, bt thoes e
can ba discamfart msacisked with - pniispa
SYMPTOME an sedurged lyrph nodls and wigrin -
ek Caste aupuin-lion, Fe thrustaning arpun
eants Fudara 1nd duakh
va- ke pymptama
HHV- B triggars e divs sum, and
CAUSES The cause of thadirseon s usknoan :'::-::: .""?"_hn
HIV arargan trus lantatien)
Sy UCD it Emhmdu-nln;:;l-dl
TREATMENT Farsnscphstiz Fam phigur resd = F! =
pinme 5z tqh«--d—ntlnwu
et RS —
With doss manitering, lax
CHAWCE OF RELAPSE Fars e
Wit surgical ramival, maie
Hars yat halp e
&L baart marapost sl e of LICD Findiit!
trarafarmin g intz MICD
557 -1 in 3 patinaks with MCD
T - 1in 20 putiants dis. dinsaithin Sywars (abucy e not
Mt UICID duwtha ara in asparataires HHY- B-paritive
SYEARSURYNALRATE  patisncrwho srwaba dngnaved arnagatival, bt new data thows

with Parsnsophatic Fumphigur

ara bosd cancar.

2 B0% Syuarmurvival rata far
HHV- B-paiitiva MCD patiants
Ererted with risimat

1D IOPATHIC MULTICENTRIC
‘CASTLEMMH DISEASE
Den)

Mukiph ragiara of
anlirg od nadan

Mantly sduts 40-60y sara ol but
# canacour ot iy age

Slighthy mars camman in malss

Wida rangaFrem mild Au-ls
ayrmptoma fo v ers spiodss of
anpuin-lika, §Fa-threataning argan
Fulurs ured dasth

The coune of thednsars nusknoen

Typicaby irvehansat- L& tharspy
{ng., situimab spproved in US,
ELL and Canada; tacloumsb
sppraved inJapar], @ kh orwithat
chamatharapy (eg, spdophaphe-
mida, sba peaics, tumak)

Cemmnn, butvariss depending an
Areabmenk Lnsd

Haray st Wa resd your balp
tnfnd !

S5 in 3 patisntrwith MO D
dinmithin Sy wera {abudy did rok
anparat winke HHV-B- pesi war
angubivs)

* Tl . Beprankes AF Jibult K doguy i Casinan s A i e
l‘.-u.'m-au:

'w&dﬁﬂ#—g’ﬁﬂ-d—-hf“ﬂ
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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
. iz sean in MCD
e b + Enlargomant of lymph
nodes in only one region

iz zn in U

ELEVATED C-REACTIVE
PROTEIM LEVELS
Tha best marksr of this diseese

LI"I"ER DYSFUNCTION
Can prasent with an
ar; losw albumin,

KIDMEY DYSFUMCTION
Cain contribute to low albumin, is
reflactad by alovated creatining

d

ankrges
fluid accumulbstion

FLUID ACCUMULATION
Lew alburmin kevals cause sdama
ploural afusians, and mscitas

(Fluid in balky

YERY LOW PLATELETS
OR HIGH PLATELETS
Tiry blood calls that help

your body farm elots to
stop bleading

HEM LA
Lew red bloed calls or low
herreglabin

HYPERGAMMAGLOBULIMEMIA
Elsentad antibedies in tha bleod

A B0 018 Cormm sy Lipdas | 6
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ave made
ng strides in
multicentric
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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

R B0 018 Cormm sy Lipdas | B



OUR GLOBAL RESEARCH NETWORK

; ’é et [ 4‘}
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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

CDCN Leadership
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Pusce R, 24
e Blacks Hatchiary &
Packecc
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Commumiiion

Salentific Advizory Beard

Tha NN it prineky wan e surersblstha top ghobal exparts ax OO0 cate:
2 Sctansifi seia the curall CDNand

‘xmucch, Carpaxily, the CDCN tnclabes 32 marabers copraseniing
[— the U Strien of Arrarics, Uniad Bngdoen,
Brazil, Nocwa Tapan, Francs Yew Zeahod, and Chiss.

Carey Casper, WD, WPH: Unveraty of Washisgeea
Aoy Chadburn T FCAR. Cornal

Shanmugans ban Chandr ko un, BD; Cincinn il Childods Foapial
Gissle Callea i, MO, PHD; St Puls, Bext]

Agela D penrieri, MIE May Choie

Dirk Distmer, Pa, NG Schoal of Madickn

Abmat Dcgan, MI, PT: Mamcetal Slean Estioriag Caacer Cesmr
Diavid Faigenbonim, [ - —

Eajo Hanilobs-Tohmea, MD; Universiy of Py branis
.u..d..;-.,mm Univarstty Hospieal

Eluine Juie, of Haalih

Mkt [ods, MD, PAD: Ta kst Rad Crarm In s

Raj |._..J'.:nm ruwxnwhu i

[ —" Nl MD, FRCPL, FRCF, EbedSt, FTCE: London
Whumuwmmshm.vh Profomarst  Vera P, Kirpm b, PR, MBA: Uttty of
Capion Hil a Vatrarasy of Crford. Woazale inrzenck, W U5 Dhages Mool Cancar Cartar
Kevin Slk; 10: Bosed raermser; Aarmlate, Dichert LT Maey o L wchaormics, MD: Ermery Vabvacaty
Blogan Lis, MD, P Usirecay e Pescayhracin
Sunit Nustn, MD: Urcvarstty of Paenayhensls.
Advisary Council Members Er:'on.:-han.mae,uus.uh.nhm Eruace
TemnFranain Tossi, M [T —
B e """""‘“D "*""‘F:‘ Arthur T ermtzin, MEBH; Uriversiey of
m‘“"”;‘“_ T fmo Buh, I Do o Trutse B b CECE
arals Prasemics, Uhhdelphuin, T4 :"“:;“’mm
by e v Simpean, ‘MECH, ERACR TRCP ew Zesod
u.qusmxmmmm Gardas Srkatkovic, M PDk Michiges Statn Untrarakry
y Tarm Ukdrick, BT, M5; Naticonl bustotar of Heakh
Bl e Peter Voorhe, MD: LINC €. Cancer Carter
e Fiita van R, ME, PLD, M.CP { UK}, FRCPriks Co-Formedar COCH
it o Bl Raymond W, MECKE, D, MO UK}, FHRCR FHEAS Madici)
FPanl Kroger, Mew ey Eoedd WD, A, Tnkesraliy of Wabingas
Earayuki Voskimalei, MT, Pl Tapan.

Laadarhip Taam

The COCH s s mafer tteides wih the griduncs of  kaderbly e
zampoied af ma thn 35 patimis, Ioed cas, medical mdare, ot MO
grachustas, PhT stcderzt s racent produstes, 12d MEA rincents sod recare
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