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OoctsopvusAkn Blogia [J)‘\ °

MIKPOZKOIMIKA
loToloyika nporceural Yia LUEAO e kutTapoppi@eia TG Tagng Tou 80%. Avayvwpilovral KUTTapa OAwy

TV mpono:nm«nv oeipv. H oxeon KoKKIwOoug / epuepd elval TG Ta&ng Tou 2/1, H kokkIbSE wpipale
€ QTPOPN NPOG Ta opmepa, I spuepd QvanTuooETal OE Voidia, LE EOTIOKEC éuoepueponomnxéc
oMonwovc, TQ {IEYAKAPUOKUTTAPA &ival Katd eaoac; autnueva o€ apiBuo, pe eoTiakols SuonhaaTikotc

XQPAKTAPEC. T MOCOATO TWV CD34( ) Kurrdpwv gival Te Takne Tou 1%,
Tooo Lop®OAOYIKG 000 Kai QVOCOIoTOXNMIKA OEV EXTILATAI OUMKETOXN TOU LUEAOU € VEORAQOLG TO

AELOIKOU 10TOU, EVE OUVUNADYE! OXETIKA AQUENLIEVO NooooTo wokwy CDA8(+) Lakponavt KOV
QIOPAYOKUTTAPWONG,

2YMNEPAZMA
Eiova avridpaoTikoU puehol (e ev pEpe  HuehoduomAaaTikoUG XapaKTApEC kal  GToixela

QIHOPAYOKUTTAPWONC,
Mo mv amoloyikn npaoeyylon Bewpeiral akOnIuaC 0 CUGYETIOHOC LE Ta A0ING KAVIKOEpYAOTARIOKS

dedopeva.



2004 diagnostic criteria hemophagocytic b

lymphohistiocytosis (HLH) [J)
Epmtvpeto > 38,5° C XounAa NK kottapa
InAnvopeyolia ®epptrtivn >500 ng/mL
Navkutraponevia Augnuevo CD25

TouAdxlotov 2 ek Twv: Hb <9 g/dl,
PLTs<110000/microl,
Neutrophils< 2500/microl

YnieptptyAukepLdatpia /Ko umowvwdoyovatpio
TG>265 mg/dL, Fibrinogen < 150mg/dL

ALLodOYOKUTTAPWON OTO MUEAG TV 00TWV, Aspdpadeveg ) Amap

Henter et al. Pediatr Blood Cancer 2004



AIMOOATOKYTTAPIKO ZYNAPOMO
[J)_ ® Ramos-Casals M et al. Lancet 2013; 383(9927): 1503-1506

2615 reported cases of adult haemophagocytic lymphohistiocytosis

) AIMATONOTIKES AYTOANOZA
NOIMQZEIZ KAKOHOEIEZ NOZHMATA AANA

1108 1047 276 184

- ®
O hagocytac
pheh;staocytesz.s

S .-"& " S 3 ~-
e —— Y or . 3 —— _
SN o ":%



Yamaguchi criteria

!

MEIZONA EAAZZONA KPITHPIA

AMNOKAEIZMOY

Mupeto¢>39° C Dapuyyoduvia
TouAaytotov yla pta eBdouada )
oo Nepdadevonabela Notuwierg
ApOpadyla- KakorBsteg
ApOBpitida — : :
; HrotopeyaAia n AAAa avtoavooa
XopaKTNPLOTLKO srAnvoueyaio
g&avonua :
, Awatapoxn
AgvKoKkuTTO PO NIaTKAC
> 10,000/KkKy PR
Me touAaytotov 80%
noAupopgonipnva 5 KpITAPIA, HE TOUAGXIOTOV 2 pei{ova

Apvntika ANA ko
RF

Yamaguchi et al. ) Rheumatol. 1992; 19(3): 424



STILL - MAS [J) ?

To 12-19% twv acBevwv pe vooo
Still, pmopovUv va avantuéouv MAS

MAS: Mnopel va epdaviotel o
OTIOLASTIOTE XPOVLKI) OTLYH OTNV
npoodo tn¢ vooou Still. Tautoxpovn
gvapén dev eival aocuvnong

Mapouola KAIVIKE €Ikéva oTa dUO
ouvopoua

Red flags: Avawuia, Bpoppormevia,
avénueva tplyAukepidia

OoTeopueAIkn Biowia Bonbdael otnv
empeRBaiwaoel Tn didyvwon.

International Still’s Disease Foundation
Arlet JB et al. Ann Rheum Dis. 2006; 65(12):1596



lotopikd...

* Mpwtn nepypadn:
e 1897 Dr Still 2 22 nmadld <<veavikn PA >>

* 1971 Dr Bywaters =2 14 evnAwKec pe e€avoOnua,
apBOpaAyleC KoL TTUPETO. XAPOKTNPLOTLKA OLLOLAL LLE
Neaviki PA = AOSD

AOSD — Nooog Still EvnAikwv

Bywaters EGL. Ann Rheum Dis 1971;30:121-33.



Elcaywyn

2TIAVLO, TTOAUCUGOTNUOTLKO VOO LA TTOU KATATALOOETOL OTO TTOAUYOVLSLOKA
avtodAeypovwdn cuvdpopa. Entimtwon otn FaAAia 0,16 ePLOTATIKA Qv
100000 mAnBuopo.1»

AyvwoTtn atttoAoyia. (loyevig AoLUwEELS, YEVETIKOL TP AYOVTEC Kall
avoooAoyLkn amopuBuion nmBavov va cupfalouvv otnv ekdAAwon NG
vooou).3

Ot erutAokeg tTng AOSD pmopouv va amofouv amelAntikeg yia tn wn.
(MAZ, nrtatikn avenapkela, TTP, DIC, mveuovikn uTtEptaon, SLaxutn
KU EALSIKN alpoppayia Kat n apuviosidbwon)3

OpolotTNTEC oTNV ertdnLoAoyia, KAWLKEC EKONAWOELC KoL TTopELla TNG VOOOU
pnetaéL tn AOSD kat tn SJIA cuvnyopouv OTL aVAKOUV OTO (810 CUVEXEC
daopa, oAAQ pe SladopeTIKEC NALKiEC epdavionc. 4

Gerfaud-valentin et al Autoimmunity reviews, 2014, 13(7) , 708-722.
Colafrancesco S, et al. Expert Rev Clin Immunol. 2015; 11(6): 749-761.
Kadavath S and Efthimiou P, Annals of Medicine, 2015

Brachat A, et al. Pediatric Rheumatology. 2015 Sep

Magadur-Joly G et al. Ann Rheum Dis 1995; 54(7): 587

W e



KUpLeg KAWVIKEC EKONAWOELC OTN
Noooc Still twv evnAikwv (AOSD).

Prevalence of the main clinical manifestations in adult-onset 5till's disease (ADSD]
Clinical manifestations Frequency range (£T
rever = 399 0—100
Arthralgiafarthritis J0—100
Eruption (skin razh) J0—a0
Sare throat S0—40
Myalzia S0—80
Ly phade normegaly 40—T5
Weight loss 30-T0
Hep atormegaly 20-T5
Splenommezaly 20—-65
Pleuntis 10—40
Pericanditis 10—-30
Myocarditis 5—10
Pul e ary infilration 1020
Abdominal pain S—<
Fever of unknown arigin (FLO) Variable”

4 Depending on the seres.
& AOSD accounts for 3— 20k of FUO.

S. Castaneda et al. Best Practice & Res Clin Rheum(2016) 1e17



Auvénuévol

Oelkteg
, dAeypovig
Auénueva (90-100%) A€UKOKUTTAPWON
I’]T[OLTLK(IX >10,000/mm3
(50-70%) s
o KupLa
ANA (- ’ Opoppokuttapwon
o1 (] £PYOLOTNPLOKA P
gupnuoTaL
Avgnuévn
depptrivn Avoupio
(el (Hb<10 g/dL)
YAUKOQALOMEVN 5
bepputivn <20% Oubetepodhia (65-70%)
(70-75%) >80%
(80-90%)

Castaneda S, et al.Best Practice & Research Clinical Rheumatology (2016)



Yamaguchi kprtipla ta§ivopnong yta AOSD
W cfovapisipia

e Mupeto 239 C ou Stapkel touAdaxiotov 1 eBdopada .

e ApOpadyia N apBpitida 22 efSopAdeG

e Turikoé coAopondEg e€avonua

* Aeukokuttdpwon 210.000/mm3 pe 80% moAvpopdonlpnva KoTTOPO.

Bl EAdococova Kplnplo

e Qapuyyadyia

e Aepdpadevonadela

e HnatopeyaAia | onAnvopeyaiio

* MaBoAoyikn Nratikn Asttovpyia

e Apvntikn dokipaoia yia ANA kat RF

. KoTPLOL OLTTOKAELOMOU

* NOLLWEELG
e NeonAaoieg (kvpiwg Aépdwpa)
® AA\EC CUOTNOTLKEG SLatapayEg
(aautouvtal 25 KpLripla Ko TouAdytotov 2 amno ta onoia Oa npénel va sival peilovay)

Yamaguchi M et al (1992) J. Rheumatol. 19 (3): 424-30



H AOSD oxetileTal HE ONUAVTIKA voonpotnTa
koL Ovnolpotnta

Taiwan

Norway
China
Taiwan
Korea
Spain

Turkey

AOSD = adult-onset Still‘s disease.

82

13

61

36

82

57

42

3.6%

7.7%

9.8%

13.9%

2.4%

5.2%

2.3%

Chen DY, et al. ] Formos Med Assoc. 2004;103:844—
52

Evensen KJ, et al. Scand J Rheumatol. 2006;35:48-51
Zeng T, et al. ) Rheumatol. 2009;36:1026—-31

Lee JY, et al. Semin Arthritis Rheum. 2012;42:317-26
Kim YJ, et al. Clin Exp Rheumatol. 2014;32:28-33
Gerfaud-Valentin M, et al. Medicine. 2014;93:91-9

Balci MA, et al. Clin Exp Rheumatol. 2015;33:818-23

1. KadavathS, et al. Ann Med 2015;47:6-14;
2. Guilleminault L, et al. BMC Pulm Med 2016;16:72;
3. Efthimiou P, et al. Clin Rheumatol 2014;33:305-14.



AouvnOLoteg EKONAWOELC KAl AMELANTIKEC yia Th {wn
ETUTAOKEC

Pulmonary involvement: restrictive
pulmonary disease, ARDS

Myocarditis/myocardial necrosis
Cardiac tamponade

Aseptic meningitis/encephalitis
Ischemic stroke

Pure red cell aplasia

Intestinal pseudo-obstruction
Tubulo-interstitial nephritis
Inappropriate ADH secretion
Neuro-sensorial deafness
Inflammatory orbital pseudotumor

Reversible posterior leukoencephalopathy
syndrome

Amyloidosis
Sjogren's syndrome

AnelAntikecg yia tn {wn

ETUNAOKEC

e Macrophage activation
syndrome/reactive hemophagocytic
syndrome

e Fulminant hepatitis/acute hepatic
failure

e Disseminated intravascular
coagulopathy

e Thrombotic thrombocytopenic
purpura

e Diffuse alveolar hemorrhage

e Pulmonary arterial hypertension

e Severe iatrogenic complications

e Fatal infections

e Septic shock

Kadavath S. & Efthimiou P. (2015) Ann Med. Feb;47(1):6-14.
Castaneda S, et al.Best Practice & Res Clin Rheum(2016)



KAwikn mopeia

XapaKTnPLOTLKA

KAwikn nopeia

Zuxvotnta

Movadiko emeloodLo evepyng vooou
LE CUOTNUATIKEG EKONAWOELS
akoAouBoUpEVO amod avevepyn
vooo.

MovokuKAKr / povodaoikn mopeia, autonepLlopt{Oevn HE TTARPN
Udeon evtog Alywv eBSopadwv.

—— [MupeTdg/oUoTNUATIKEG EKONAWOCEIG

—— ApBpIK cupheTOXA

21%—-33%

TouAdylotov 2 emeloodla evepyoug
vOooU eVOANQOOOUEVA IE
nieplodoug mARpng vdeonc.
Xapaktnpiletal ano kpioeLg
CUOTNHOTIKWY CUMMTWHUATWY UE N
Xwpig apBpitida.

MNoAukukAwkn / Stadeinovoa nopeia : mApng Vdeon punopei va
SLapkéoel ano Aiyeg eBOOUASEC EwG 2 €T

A

A

17%—44%

Eppévouoa evepyr vOOOC HE
TmtoAvapOpLKN 1) oAlyoapBpikn
upevitida ou pmnopet va
TIPOKAAEDEL apOpLKA KATAOTPOdN

Xpovia apBpikn mopeia

AT

»

26%—43%

Gerfaud-Valentin M, et al. Autoimmun Rev 2014;13:708-22;
Kadavath S, et al. Ann Med 2015;47:6-14.
M. Govoni et al. / Autoimmunity Reviews 2017;16;1016-1023




Kowa yapaktnprotika tnc SJIA ko tng

Features SJIA AOSD
Genetic
Associated HLA Bw3s, DE2, DR4, Bw35, DR2,
DES5, Dw7 DE4, DEB1,
Dw7
Polymorphisms MIF, IL6, IL1S, MIF, ILI8
TNF-a
Epidemiology
Sex ratio female/male 111 T030
Incidence (/100,000/year) 1.6-23 0.16-0.4
Seasonality +++ +
Clinical presentation
Daily spiking fever 99 % 94 %
Salmon razh o0 % g7 %
Arthritis 95 % 93 %
Sore throat 15 % T G
RES hypertrophy 40-70 % 5070 %
Serositis 20-50 % 20-40 %
Laboratory findings
WBC count =10,000/mm’ 90 % 86 %
Elevated ESR 95 % Q6 T
Autoantibodies Mo Mo
Association with No No
MHC class 11
Autoreactive T cells No No
Association with MAS T-10 % 12-17 %

AOSD

Kumar af al Padigric Rheumarology 2012, 10240
it fewew pad-rhewmocom,/contents 1 0/1/40

ﬁ PEDIATRIC
1\« o RHEUMATOLOGY
RESEARCH Open Access

Application of the Yamaguchi criteria for
classification of “suspected” systemic juvenile
idiopathic arthritis (sJIA)

Sharath Kumar'™, Divya Shree Kunhiman® and Lalitha Rajam’

Me tnv evnAlkiwon twv aacBevwv pe SJIA otav
Xpnotpornolovvtal SLayvwoTkA KpLtApla
gevnAlkwy, Slaylyvwokovtatl we acBeveic pe AOSD
0€ M0000TO 92,3%.2

1. Jamilloux Y. et al. (2015) Imm. Res. Feb;61(1-2):53-62.
2. Oliveira-Ramos F, et al. RMD Open 2016;2:e000304.
doi:10.1136/rmdopen-2016-000304 3



AuTtoPAEYLOVWEEC VOO LOL OTIOVU N EVEPYOTIOLNGH TWV
HNXAVICUWV TNEC PUGLKAC avooiog railel KEVTPLKO pOAO
otnv naboducioloyia tng AOSD

e Fungi/parasites
DAMPs:

¢ Chemicals/toxics
e ATP and ROS

e Serum activator?
e ER stress ?

_ Macrophages
N TLR4
N
¢ No familial aggregation \
e HLA-Bw35, -DR2, -DR4, and -DRB1
¢ Polymorphisms: MIF, IL-18,
PERF1, and Munc13-4
o Multiple susceptibility alleles

GENETIC SUSCEPTIBILITY

Activated
macrophages

IL-6
IL-8
TNF-a

AOSD, adult-onset Still’s disease; ATP, adenosine triphosphate; CRP, C-reactive protein; DAMPs, danger-associated molecular
patterns; ESR, erythrocyte sedimentation rate; HLA, human leukocyte antigen; IL, interleukin; MAS, macrophage activation
syndrome; NK, natural killer; NLRs, Nod-like receptors; PAMPs, pathogen-associated molecular patterns; TNF, tumor necrosis

factor; TLRs, Toll-like receptors; Treg, regulatory T cell

/ A D
ABORATOR
A A O
e op
epa
e e oagulop
» DD
op d splenomeg
eve oagulop d
aio 0O
: o) P 3 0 » DD
A epa ®
A

Jamilloux Y, et al. Immunol Res 2015;61:53-62



BloAoyikoi mapayovteg otnv AOSD

H kUpLeg tpo-pAeypovwdn KUTOKIVEC TToU euTtAEkovTaL otV taBoyevela tng AOSD eival ol
IL-1B, IL-6, IL-18, TNF-q,, kot IFN-y.

IL-1b ekkpivetal kupiwg amo ta pakpodadya. H mapaywyn tng eival otevad cuvOedepEvn e TNV
gvepyomoinon tou GAEYHLOVOOWHATOC Kal £XEL evoxomolnBel otnv naboyeveon tng AOSD.

Ta eminedad tng IL-1b otov opod cuoxetilovtal pe TNV Spaoctnplotnta tn¢ vooou. O poAog tng IL-1b
emLBeBalwVvETOL ATIO TA AMTOTEAECUATA LEAETWV TIOU ATTOSEIKVUOUV TNV ATIOTEAEGOTIKOTNTA TNG
Bepaneiag évavtl IL-1 o aoBeveic pe AOSD.

Ol Bepaneieg mou otoxevouv tnv IL-1 eivat anakinra (ANK), canakinumab kot rilonacept

Ot avaotoAeic TNF-a, Atav n mpwtn BLoAoyLkr mapAayovieg mou xpnotponowonkav otnv AOSD. H
QTOTEAECUATIKOTNTA TOUG paiveTal va elval TIEPLOPLOUEVN KAl €val TILO ATTOTEAECUATLKOL OTN
Xpovia toAuapBpikn avBektikn popdn tng AOSD .

H avaotoAn tng IL-6 pe tocilizumab elval amoteAeopatiki KUPLWE OTIC CUCTNMATIKEG EKOSNAWOELC.



OepamnevTtikoc aAyoptOpoc AOSD

||
CS dependency

Add methotrexate

|
No/insufficient clinical response

Confirmed AOSD
First-line: CS _@_’

NSAIDs
IVIG

Other situations
Reactive hemophagocytic
lymphohistiocytosis
Myocarditis
Disseminated coagulopathy
Diffuse alveolar hemorrhage

Pregnancy '
l Refractory AOSD
|
CS £ IVIG
+ Anti~IL-1 v v
Systemic AOSD Articular AOSD
v v
Anti-IL-1 Anti-TNFo
@ v...‘.. “""' @

Ani-e Anti-IL-6

l

Pulse CS

IVIG

Anti-IL-1
Cyclophosphamide
Cyclosporine A
Plasma exchanges

CS, corticosteroid; IVIG, intravenous immunoglobulin; NSAIDs, nonsteroidal anti-inflammatory drugs: RHL, reactive
hemophagocytic lymphohistiocytosis. Reprinted with permission from Jamilloux Y, et al. Ther Clin Risk Manag. 2015;11:33-43.

22



Clinical and laboratory parameters following tocilizumab

therapy in the patients with AOSD refractory to previous
immunosuppressive drugs

Baseline Month 1 Month 3 Month 6 Month 12
(n =34) (n = 34) (n = 34) (n = 34) (n = 32)
Clinical manifestations
Joint manifestations 97.1 67.6 441 26.5 324
Fever 38.8 3.9 3.9 30 3.9
Cutaneous manifestations 58.8 59 5.9 59 5.9
Lymphadenopathy 204 11.8 0 0 0
Splenomegaly and/or hepatomegaly 11.8 6.25 0 0 0
Pleuritis and/or pericarditis 8.8 0 0 0 0
Laboratory parameters
Hemoglobin, mean = SD gm/dl 119 =14 129+ 1.2 13311 13313 1413
Anemia 44.1 14.7 11.58 8.9 2.9
Leukocyte count, mean * SD mm® 13,5342 * 6,022.8  8,983.1 + 4,549.6 50442 + 43599 7,579.2 = 35878 8,682.9 + 3658.2
Leukocytosis 55.9 26.5 17.6 11.8 17.6
CRP. median (IQR) mg/dl 8.9 (3.9-23.2) 0.2 (0.1-1.6) 0.1 (0.01-0.7) 0.2 (0.01-0.9) 0.2 (0.03-1.1)
High CRP level 524 204 8.8 206 235
ESR, median (IQR) mm/hour 52 (45-69) 4(2-12) 4 (2-9) 4(2-8) 2 (2-12)
High ESR 79.4 8. 0 29 2.9
Ferritin, median (IQR) ng/ml 480 (200-808) 239 (30-358) 100 (73-132) 107 (53-187) 90 (63-115)
High serum ferritin level 47.1 17.7 29 59

¥ Except where indicated otherwise, values are the percent of patients. CRP = C-reactive protein; IQR = interquartile range; ESR = eryvthrocyte
sedimentation rate.

* TCZ treatment was associated with rapid and maintained clinical and laboratory improvement
in patients with AOSD refractory to standard treatment. However, joint manifestations seem to
be more refractory to treatment compared with systemic manifestations.

Ortiz-Sanjuan F, Blanco R et al ArthritisRheumatol2014;66:1659-65.



Anakinra : avacuvSuaouévoc avactoléac tou
vrtodoxea tn¢ IL-1

Laboratory data before and after anakinra treatment

Before and after anti-IL-1 treatment

Patent 1 Padent 2 Patient 3 Patent 4 Normal ranges
Systemic markers
CRP (mg/dL) 136017 29.23-.0.15 13.84 - 0.55 5.64 -0.26 < 0.5
ESR {mm/h) 302 798 80—4 135 <= 10
Ferritin (pg/dL) 96—+13 141818 165 —34.4 7134 1-30,50 (E M)
Leukocytes (fpL) 22940 7400 17,880 4260 16,150 — 6410 14,660 — 7390 4000-9500
Pro-inflammatory cytokines
IL-1p (pg/mL) 027 -015 211 —-0.41 253 0.83 023 -0.34 <05
IL-6 { pg/mL) 0-0 570 134 -4 24-0 < 15
TNF-x (pg/mL) 850 15477 135- 5 850 <8
IL-18 (pg/mL) 21221007 = 12,500 649 = 12,500—-1540 3699 1540 36-275
IL-1RA (pg/mL) 939 = 30,000 ND — = 30,000 8628 — = 30,000 1076 — = 30,000 = 1500

CRP, C-reactive protein; ESR, erythrocyte sedimentation rate; IL, interleukin; 1L-1Ra, interleukin-1 receptor antagonist; TNF, tumor-necrosis factor; F, female; M, male. From:

* Anakinra nopouciace Tayxeiol AMOTEAECUATIKOTNTA, TIOU EMETPEYPE TN LELWON TWV OTEPOELSWV.

* [priyopn UPECN TWV GUCTNHUOTLKWY CUNITTWHATWV.

*  AlyOTEPO AMOTEAECUATIKO oTNnV apOpitda .

*  AOYywW TOU HLKPOU XPOVoU nuicelag {wng Sdev £XeL KOAN LAKPOXPOVLO OLITOTEAECHATIKOTNTAL.

G. Junge et al. / Seminars in Arthritis and Rheumatism 47 (2017) 295-302



Anakinra

National surveys of anakinra use in adult-onset Still's disease

Degree of remission Steroid use

n Full Partial None n Stopped Reduced
National surveys
I35] 15 9(60%) 2(13%) 4(26%) 15 2(13%) 8(53%)
[36] (19) (13) (6) (0) = = =
1371 28 16(57%) 8(29%) 2(7%) - - -
[38] 34 19(56%) 12 (35%) 3(9%) 34 - 25 (74%)
[39] 41 - = = S =

 AvemBuunta cupBavta (AEs): avtldpAoelg oTo onUELO TNG EVEDNCG,
AoLlpweeLg, avénueva nratika eviupa, Aeukomevia (nrmia), Ko
LuomnabeLa.

G. Junge et al. / Seminars in Arthritis and Rheumatism 47 (2017) 295-302



Rilonacept :
IL-1 trap molecule, dtaAutn dlpepec mpwteivn ouvtnénc

Reports of ri LR
er rilonacept
Patient 1 Fauent 2 Fatient 3
Age (years)/sex 44 F 41F 36 F
Case repord Fever (°F) 100.7-+-98.2 105.7 -+ 98 100.8 -+ 98.6
[42] Rash Yes — No Yes—No Yes — No
[43] Swollen joints 60 60 80
[40] White blood cells/mm’® 192 -+102 5=35 8.8—-6.0
CRP (mg/L) 26—3 21-0.6 0.3-0.02
Case series] ESR (mm/h) 3310 32 -1 80— 2
[44] Ferritin (ng/mL) 1125-94 1486 — 111 452358
Methotrexate dose (mg) 20 0 15
TOTALS Prednisone dose (mg) 600 200 200

DenominatofComparison of data when starting rilonacept with those after 12 months of
articles repofjtreatment. CRF, C-reactive protein; ESR, erythrocyte sedimentation rate; °F, degree
remissions) JFahrenheit; F, female; M, male. From: Petryna et al. (Table 1) [43].

G. Junge et al. / Seminars in Arthritis and Rheumatism 47 (2017) 295-302
Petryna O,CushlJ,EfthimiouP.AnnRheumDis2012;71:2056-7.



Canakinumab:
fully human antibody, long- acting inhibitor of IL-13

Reports of canakinumab use in refractory adult—-onset Still's disease
Degree of Remission Steroid use
i Full Partial Mone rn Stopped Reduced
Case reports
[40] 2 1 1 o = = =
[45] 1 1 o o 1 1 o
[17] 1 o 1 o — — —
[46] 1 1 o o0 1 o0 1
[32] 1 1 o o0 = = =
[41] 1 1 o o0 1 o0 1
[47] 1 1 o o 1 o 1
[38] 2 1 o 1 = = =
TOTALS 10 7 (70%) 2 (20%) 1 (10%) 4 1 (25%) 3 (75%)
Denominators are all padents in all ardcles for remissions or all patients in the
articles reporting steroid use.
Fisher exact test: p = 00114 for 90% (full or partial remissions) and 10% (none)
wversus S0% ( no effect) for each.

e Canakinumab: amoteAeopatikr Oeparmeia yia TLg o SUOKOAEG, AVOEKTLKEG
otn Bepamneia nepuntwoelg AOSD, eAéyxovtac kal tnv apBpitida.
‘Htav kaAd avektn.



Aedopéva eykpLTtikoU pakEAOU TOU
canakinumab ctnv AOSD

MEAETEZ TONIAIAK
Ta yovidia Twv omroiwv n éKPpacn OJAAOTTOIEITAI

M€ TOo canakinumab TrepiAaufdvouv didgopa
yovidia oXeTIJOMEVA PE TN QUOIKK avVOOoia,
ouuTtrepIAauBavoévwy TTOAAWYV yoviSiwv Tou
onHaTodoTikoU povotratiou Tng IL-1 émwg IL-1B,
IL-1RAP, IL-1RN, IL-1R1, kau IL-1R2

dUCLOAOYLKA 4 D) LEOW TNG

OVOOTOANG Td

Systemic Juvenile

idiopathic arthritis Adult-onset Still’'s disease

A

e
—

birth 16 years

AEAOMENA ANOTEAEZMATIKOTHTAZ KAl
ANAAYZEIZ YNOMNAHOYZMQN armo Tig EYKPLTLKEG
HeA£ETEG Tou canakinumab otn SJIA Seixvouv

AHMOZIEYMENA CASE REPORTS aoBevwv pe

AOSD ta omola KatadelkvUoUV €va CNUAVTLKO
BepameuTIkO 0PEAOC

TIAPOHOL POPHOKOKLVNTLKA KoL
QTOTEAECUOTIKOTNTA OE OAEC TLG NALKLAKEG
katnyopleg acBevwyv (madla (2 — <12 €tn), €dnPot
(12 —<16 £€1n) ko evAKeg (216 €1n)




Remission and steroid sparing in adult-onset Still’s
disease

Agent Frequency Reference

» |L-1 avaotoAeic, akopun ko o€ mepumtwoelc AOSD mio avOeKTIKEC
otn Bepamneia avadEpouv moocoota avianokplonc upniotepa
Qo auTa TnNG cupPBatikng Beparmelac e pebotpetatn.

» |L-1 avaotoAeic epdavilouv onUAVTIKA LElWON TWV OTEPOELOWV
Kol BEATLWVOUV TNV ATIOTEAECHATIKOTNTAL.

Anakinra 29% (stopped ) 68% (lowered) Table 1
Rilonacept 38% (stopped) 76% (lowered ) Table 4
Canakinumab 25% (stopped) 100% (lowered) Table 6

(A) Remissionswithanti-IL-1agents,showingfullremissionsoranyremission(full plus partialremissions).
(B)Success with classical therapies.

(C)Steroid use with anti-IL-1 agents , showing completely stopped and lowered (stopped plus reduced dose).
IL-1,interleukin-1; NSAIDs,non-steroidalanti-inflammmatory drugs.

G. Junge et al. / Seminars in Arthritis and Rheumatism 47 (2017) 295-302



AvootoAeictncliL 1

Ot 3 avaoTtoAeic Selyvouv opOLOTNTEC OTNV OPXLKN OTTOTEAECLATIKOTNTAL.

Anakinra kat rilonacept OpwG XAvVouV TNV ATTOTEAECUATIKOTNTA HE TNV TTAP0SOo
TOU Xpovou, mBava Aoyo tTng Ukpn¢ nuiostag {wnc (4-6 wpeg Kol 9 HEPEC
avtiotowya). To canakinumab daivetal va dtatnpei pa pokpoxpovia
artoteAeopatikotTnta ( €XeL 26 HEPEC NUioeLa Lwn).

Anakinra givat Alyotepo avekto amno rilonacept kat canakinumab Adyo
av&nUévnc ouxvotntac avidpAaoelc oto onpeio TG €veonc (ouxvn A/E Kat yla
rilonacept).

Canakinumab, mAfpw¢ avBpwrivo aviiocwpa, 6ev mPoKaAel avitdpAaceL; oTo
onMELo Eveong 1 AAAN avoooyoviKOTnTa. Asv £XOUV EVIOTILOTEL AVTLOWHOTA
EVOVTL PAPUAKOU 1) AAAEC QLTIEC YLOL ATIWAELO ATTIOTEAECUATIKOTNTOG.



JUUTTEPOACLOTOL

H voooc Still eival omtavia kat pmopet va eivatl Suvntikad ametAntikn yla tn {wn.

OL ovotdoelg yia tn Bepamneia tng Bacilovtal KUpiwg oe PEAETEC e Alya TTEPLOTATLKA N case
series 1] case reports.

2TOX0G elval n taxeia deon, omou ta KX mapapévouv n 1" ypapun Oeparneia pe tn ovvtoun
npocOnkn DMARD yLa tn BEATIOTN avtamokplon.

H mpooBnrikn Brodoyikwv DMARD og avOeKTIKEC LOPPEC ETLTPEMOUV TOV TTARPN EAEYXO TNG
vOoou.

Tocilizumab eivat anors)\ecuatmn Bepaneia o€ aveeKtLqu HopPEG TN vooou, Tap OtL
BeAtiwvel TNV apBpitida povo o 60% TwWV TEPUTTWOEWV.

Ot avaotoAeic tng IL-1 givol amoTeEAECUATIKES OTLC AVOEKTIKEG LOPDEC TNC VOOOU KUPLwE yLa
TIC CUOTNUATIKEC EkONAwWOoEeLS. OL apBpwoelc avtamokpivovtal, aAAd TiLo apyd.

H anwAela amoteAeopatikotntag kot n ducaveéio tou anakinra dgixvouv tnv avaykn yla
KAAUTEPEG Oeparelec.

Canakinumab eival amoteAeOUATIKO 0€ AVOEKTIKEG LOPDEC TNC VOOOU KOl OE TIEPLITTWOELG
OTOU UTINPEE aMMWAELA ATTOTEAECHATIKOTNTOC o€ AAAOUC IL-1 avaoToAELC.



TEAOZ MAPOYZIAZHZ

EYXAPIZTQ A THN MNMPOZOXH ZAZ




