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PeupartoAoyikr TTpooEyyion OTNV QUTOPAEYHOVN

«Hit the Jak to beat SAPHO»
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AgV UTTAPXEI CUYKPOUON OUUPEPLOVTWV



[Nuvaika 52 eTwyv, dIKNYOPOG, Eyyaun, ME BUO TEKvA, EAEUBEPO I0TOPIKO

e 6/2018: AlGxuTa JUOOKEAETIKA AAYN, 18iwg oTnv OMZX Kai TO €16 unpPd, aAAG Kal OTO OTEPVO Kal

OTIG KAEIDEG
e Aigpelvnon oo@ualyiag > MRI : 00TIKG oidnua = uTToXWPENON CUUTITWHATWY PE Awn MZA®
e 10/2018: EmravaAnTmiki MRI = BeAtiwon, aAAd diatmioTwon €0TIWV OOTIKOU 0IDANATOG 0T OMZ X

e 11/2018: ZmvOnpoypdenua ooTwv Pe Tc-99m—-> ooTeoBAacTIKr) dpacTneIdTNTA OTN AAPr) TOU OTEPVOU,
10 AE pnpiaio oo, o€ TToOANOUG 0TTOVOUAOUG (06, O7, ©8, @9, 05, I1)
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[leploTaATIKO

e 12/2018: Biowia ooToU—> apvnTIKr yia Kakon&ia

e >T1adlaKr emdEivWan Kal AAyog oTo OeCIO unpo

e 1/2019 : CT & MRI AE pnplaiou = xpovia oOTEONUEAITION, TTAPOUTIA «ATTOOTANATOS» OTA HOAAKA

MOpIa









[MepioTaTIKO

e 03/2019: N€a kaTeuBuvopevn Bioyia = 00TIKEG OOKIOEG e BETEIC EVEPYOU OOTIKNG
OVOKOTOOKEUNG UE TTAPOUCIA EVEPYOTTOINUEVWY O0TEOBAAOTWY & OOTEOKAQOTWY, 0BPOICEIg

KUTTAPWYV XPOVIAG QAEYHOVAG

o KaAAIEpYEIEG apVNTIKEG



a eupnuara

/&

AgpuaToAoyik




Synovitis
Acne
Pustulosis
Hyperostosis
Osteitis

SAPHO



e 2TTAVIO, XPOVIO, UTTOTPOTTIALOV, AUTOPAEYHOVWOEG GUVOPOUO
e [lpooBdaAAel ouvABwcg yuvaikeg, 30-50 £Twv
e ETmitrrwon 1/10.000

OoTe0apBpIKA TTPOCBOAN

Mp6o6io Bwpakikd Toixwua 65-90%
Aovikr) TTpocBoAr 50%, 1/3 iepoAayoviTida
Makpd ooTd 5%

OAiyoapBpiTida

EvOeaiTida

AeppaTikh TTpoaBoAr) 60-90%

PPP(traAapotreAparTiaia @AukTaivwon) 90%
2.0Bapng BaputnTtag akun 15%

Ywpiaon 14%

IdpwTadeviTida, Nayypavwdeg TTuddEpUA

2UOTNHATIKA CUNTITWHPATA OTTWG TTUPETO, KATABOAR, atTwAgia Bdpoug

Demirci Yildirim T Sari i SAPHO svndrome: current clinical diaanostic and treatment annroaches Rheumatol Int (2023) httns://doi ora/10 1007/s00296-023-05491 -3



Epyaotnpiakd euprjpata

e CRP,ESRT50%
e WBC,PLT
e HLA-B27, 2-13%

AKTIVOAOYIKG euprjpaTta

e XR: mmaxuvon Tou @AOIOU, OOTEOOKANPWTIKEG KAl OOTEOAUTIKEG EOTIEG,
au¢nuévn TTUKVOTNTA TNG MUEAIKAG KOIAGTNTA, IEPOAQYOVITIOO
e CT: ooTikn utrepTTAacia, TTPOOBOAN OTEPVOKAEIDIKWYV apOpWoEwWV

MRI: ooTiké oidnua (low signal on T1WI sequence, a high signal on T2WI)
e \WBBS: Bull’s head sign,

Huib P Rutten & Evert J van Langelaan (2002) The SAPHO syndrome--a report of 2 patients, Acta Orthopaedica Scandinavica, 73:5, 590-593, DOI: 10.1080/000164702321022901



Kpitnpia

Benhamou and colleaguess®

Kahn and Khan*?

Kahns?

At least 1 of the following 4 conditions:
[1] Osteoarticular manifestations of
acne conglobate, acne fulminans, or
hidradenitis suppurativa;

[2] Ostecarticular manifestation of PPP;
[3] Hyperostosis (of the ACW, limbs or
spine) with or without dermatosis; [4)
CRMO involving the axial or peripheral
skeleton with or without dermatosis

At least 1 of the following 3 conditions:
[1] Chronic recurrent multifocal sterile
and axial osteomyelitis, with or without
dermatosis

(2] Acute, subacute, or chronic arthritis
associated with PPP, pustular psoriasis,
or SA

[3) Any sterile osteitis associated with
PPP, pustular psoriasis, or SA

At least 1 of the following 5 conditions:
(1] Bone-joint involvement associated
with PPP and psoriasis vulgaris

(2] Bone-joint involvement associated
with SA

[3] Isolated sterile hyperostosis/osteitis
(4] CRMO [children])

(5] Bone—joint involvement associated
with chronic bowel diseases
Exclusion: Infectious osteitis, tumoral
conditions of bone, non-inflammatory
condensing lesions of bone.

ACW, anterior chest wall; CRMO, chronic recurrent multifocal osteormyelitis; PPP, palmoplantar pustulosis; SA, severe acne; SAPHO, synovitis, acne,

pustulosis, hyperostosis, and osteitis.

Liu, S. et al. (2020) ‘Synovitis, acne, pustulosis, hyperostosis, and Osteitis Syndrome: Review and Update’, Therapeutic Advances in
Musculoskeletal Disease, 12. doi:10.1177/1759720x20912865.



AiTiotraBoyévela




AimiottaBoyéveia - IL 1 mediated

Augnuévn ékppaon IL 1 kai TNFa povokuTtTapa naive aocBevwv
Augnuévn evepyotroinon NLRP3 = inflammasome - IL-13
Avtatmokpion oTnv Bepartreia pe anti IL 1

OpoIdTNTEG e AAAa auTo@Aeyuovwodn IL 1 mediated ouvdpoua

SAPHO + + + + Acne,Pyoderma gangrenosum,
Hidradenitis suppurative, C.Acnes

PAPA + + Acne
PASS + + Acne
+ + Neutrophilic dermatosis
+ + + Neutrophilic dermatosis

Hofmann SR, Morbach H, Schwarz T et al. Attenuated TLR4/MAPK signaling in monocytes from patients with CRMO results in impaired IL-10 expression. Clin Immunol
2012;145:6976

Goenka A, Roderick M, Finn A, et al.. The jigsaw puzzle of chronic non-bacterial osteomyelitis: are anti-IL17 therapies the next piece? Rheumatology (Oxford) 2020;59:459-61.
10.1093/rheumatology/kez492



AitiotraBoyévela

or L 4
- S
Increased bone resorption & osteitis

Goenka A, Roderick M, Finn A, et al.. The jigsaw puzzle of chronic non-bacterial osteomyelitis: are anti-IL17 therapies the next piece? Rheumatology (Oxford) 2020;59:459—
61. 10.1093/rheumatology/kez492



Stllarity

Differences

Sph spectrum™

Sph spectrum”

SAPHO vs SpA spectrum

Clinical features
Skin

Osteaarticular
fetures

Genefics

Immunogenic
prafile

Infectious

eliology
Imoging

Treatment™

PAP

Pustular psoriasis

Psariasis vulgaris (rars)
Hidradenitis suppurativa
Pyaderma gongrencsum (rare)

Peripheral arthritis
Astial invalvement
Sacroiliifis
Enthesitis

Positive HLAB2Y in a minority of SAPHO patients

Elevalion of a series of proinflammatary eylokines: TMF,
IL-1, IL-8, 17, I-18

Invalvement of the IL-23/Th17 mxis

Infectious trigger (C. acnes in SAPHO); sireplecosci in
psoriasis

Auial skeleton:

Venebral comer lesions

Spondylodiseitis

Osieilis at entheseal siles and juda-arficular [SAPHO & Pad)

Paravertebral essifications

Syndesmophytes

Ankylosis

Sacrailiitis (less common in SAPHO vs Spd)

MR - bone marmow edema in acive lesions

Peripheral joints: joint spoce namowing, periarticubar
aueopenia, ond bone erasions

Bisphosphonates (A3, SAPHO)

Some response fe conventional DMARDs and apremilast
|cose reports in SAPHDY

Good respanse o anticytokine biologics [TMFi, IL171,
IL12/235, IL23i) and JAKI jcase reparts in SAPHO)

Severe acne Mail dystrophy

Less comman, subclinical
anberior chest
involvement seen in Pad

Predominant anterior chest
involvement

Mo HLABZY assaciafion
by some studies

High prevalence of +HLA-
B27 in AS

C. acned isclated from
baone lesions

Pathogens associated with
reactive arthrifis

Multiple skeletal lesians;
Bone scintigraphy - Bull's
head’ pamern; Osteitis in
lang bones

Hyperostosis

Oistealytic lesions and
oueosclerosis

Temporary response ko
anfibiafics; eolchicing
(limited evidence); Ant-
IL1 and antHlé biclogics

Furer, Victoria; Kishimoto, Mitsumasa; Tomita, Tetsuya; Elkayam, Ori; Helliwell, Philip S.. Pro and contra: is synovitis, acne, pustulosis, hyperostosis, and
osteitis (SAPHO) a spondyloarthritis variant?. Current Opinion in Rheumatology 34(4):p 209-217, July 2022. | DOI: 10.1097/BOR.000000000000088
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OEePATTEUTIKEC ETTIAOYEC

cDMARDSs - atroteAeopaTikd oTnV apOpiTida, KAk aviattokpion 0TnV OC0TIKI Kol OEPUATIKA VOOO
TNFs - 2/3 utrotpoTrr) ] emdeivwaon TG OEPMHATIKIG VOOOU

IL12/23 - BepaTtreuTikn ammdvinon ~60% yia ooTIKA + dEPPATIKF) VOCO

IL17 = 1TOAU KaAR atravtnon oto dépua, ~65% atrdvrnon ota ooTd

JAKis - KaAf atrdvrnon oTnv O0TIKI 000 Kal 0TNV OEPUATIKA VOOO

Osteoarticular symptoms +++ ++ - + ++ 4+ ++

Cutaneous symptoms ++ - - + +++ 4+ ++

Cheng W, Li F, Tian J, Xie X, Chen JW, Peng XF, Tang Q, Ge Y. New Insights in the Treatment of SAPHO Syndrome and Medication
Recommendations. J Inflamm Res. 2022 Apr 13;15:2365-2380. doi: 10.2147/JIR.S353539. PMID: 35444448; PMCID: PMC9013916.



Antimicrobial agents

S LI Thi7 cells
P. acnes | I. cells
e
i IL23, TGFB
TNFi
‘\ l Corticosteroids b= Ak

—

. . \( > IL-17i
Phospholipase A2 }NF"B' TNF, IL - = jl 17—
} \ MTX, SSZ formation & PPR \

Corticosteroids PG ivati
differentiation
COX T
T Bisphosphonates L

‘ . Hyperostosis
NSAIDs T Bone resorption &

osteitis

Li SWS, Roberts E, Hedrich C. Treatment and monitoring of SAPHO syndrome: a systematic review. RMD Open. 2023 Dec 26;9(4):e003688. doi:
10.1136/rmdopen-2023-003688. PMID: 38151265; PMCID: PMC10753757.



05/2019: 'Evapén iptravdépovartng (150mg/unva, yia 6 priveg) kai pebotpegarng (12,5
mg/eOOUAdA) — PN ATTOTEAECUATIKA

12/2019: 'Evap¢n secukinumab — d1Gppoleg

EvOoOoKOTTIKOG £AeyX0G: xwpic PNE — Medrol 32mg nuepnoiwg— BeATiwon

YTtrotpoTtri ue tapering kopTi{ovng



06/2020 : 'Evapén Adalimumab 40mg kd&Be 2 eBooudadeg

BeATiwon GAyoug, XwpPig YOOTPEVTEPIKA EVOXANUATA, OAAQ. ..

Ywpiaon TTaAAPWY Kal TTEANATWY

AlakoTrr) adalimumab

Aev €mmBupei BIOAOYIKO, TTAPAUOVA O€ METPIEG TTPOG XAUNAEC BOOEIC KOPTICOVNG
EK véou gpugpavion aAyoug AE pnpou



2Uvoyn TTEPICTATIKOU

NSAIDs Secucinumab Corticosteroids

Flares with
tapering of the
dose

Adverse effects-
discontinuation

MTX 12,5mg Upadacitinib

Adalimumab
Ibrandronate 15mg/d
Exacerbation of
No response cutaneous Clinical and
symptoms Radiological

Remission



Upadacitinib

Inflammatory State Upadacitinib
e JAKL inhibition

P ' cytokine

e Aueon avriattokplorn, UPEan Twv
0O0TEOAPBPIKWYV KAl TWV OEPUATOAOYIKWYV
OUUTTTWHATWY

DDD

E
rosi inactive o
i ﬂ STAT [[] upadacitinib

e Cases 11/2023 pe KaAn

QATTOTEAECUATIKOTATA TOOO OTNV OOTIKI) 000

inflammatory

inflammatory

, ., response
Kal TNV SEPUATIKI VOOO \ /®/ response

Transcription

\Y7,

Promoter

RN N7 N7 N7 N7

Spinelli, F. R., Colbert, R. A., & Gadina, M. (2021). JAK1: Number one in the family; number one in inflammation? Rheumatology, 60(Supplement_2), ii3—ii10.
doi:10.1093/rheumatology/keab024

Ma M, Lu S, Hou X, Li C. Novel JAK-1 inhibitor upadacitinib as a possible treatment for refractory SAPHO syndrome: A case report. Int J Rheum Dis. 2023;26(11):2335-2337.
doi:10.1111/1756-185X.14774









To SAPHO cival éva o1rdvio, XpOVvIo QUTOPAEYUOVWOES CUVOPONO \

XapaKTNPIOTIKN €ival N TTPocBoAr Tou TTpdcBiou Bwpakikou
ToIXWHATOC Kal Tou dEpuaTog(PPP, Acne)

H 1TaBoyéveon Tou ouvdpouou OV gival TTANPWS KaTtavonTh
H diayvwaon tou TTapapével OUOKOAN AOYw TNG ETEPOYEVEIAG TWV

EUPNMATWYV
H Bepatreia TTapapével EPTTEIPIKA /




200G EUXOPICTW YIO TNV TTPOOCOXI OOG



