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1" voonAeia: 19/05/21 - 03/06/21

@® Anpoypadikdotoyeia @E DapuakeUTIKA aywyn

®UAo: OnAu 2 iponyn0£vtec kUKAoL kopTL{ovoBepareiog
HAwia: 40 eTwv (11/20 & 01/21), Eexwvwvtac oo 20mg
npedviloAovng, Ue ypriyopo tapering
ATOMLKO QVAUVNOTLKO Ao 2unvou, An Xozal x 3
Kanviopa 5-6 towyapa/nu.
3 tevva, 1 anopoln “ Katd tnv npocéAevon 6to PeupatoAoyko
¢.Raynaud ano etwv jf)(j/ latpeio tou Noookopeiou pag, StamiotwOnKkov:
ApBpitidba MKO, EQO®, NAK, yovatwv/svaicbnoia
~ TpéxovranpofAnpata XK
" [lpoodatou evaptewc apOpadyiec+duokapio Npwwry Suokapdio~30’
ATO bunvou, ekBuon yevikeuuevou WwpLacopopdo e£avOnpa TpLxwTtou
amodoAld wtLkoL e§ovOAATOG+KVNOUOG kebahfc/alwrekia
AAwrnekia ano6 3urvou EpuBpotnta kat oidnuo/okApuvon 8€puatoc oe
Bpaxloveg, mAXELS, pAxn, KOPUO, KOLALA, Unpouc &
Bioyia depuatoc ano AE= nAayia KVALLEC
kotAtakr) xwpa (01/03/21), oto Noo. FEVLKEUMEVOC, BOGOVLOTLKOC KVNOUAC

«Avbpeag Zuyypos»: beppartitidba WnAadntol-avwduvol tpaxnAtkol/paoyaAiaiot LNs



Work-up katd tn voonAeia

Hwowodhia (14%-2100 os amoAuto aplbuo)
CRP 7.4 (<5), TKE 27 /Hmua ™ CPK, LDH

H/® Aeukwpatwy opou: oy & a, odatpiveg,
y 0$=13.5%

AvoookaBnAwaon opou: (-)

AvoookaBnAwon olpwv: (-)

ANA: 1/160 (Aemtog, otiktoc dBoplopdcg)
Anti-dsDNA(-), ENAs(-), Scl70(-), Cenp-B(-), PR3(-),
MPO(-)

MooOTLKOC TTPOOSLOPLOUOG VOGO ALPLVWY
lgG/IgA/IgM:k.., IgE:634 (0-160)

RF(-), C3/C4: £.¢.0.

TSH 0.55, aTG(-), aTPO(-)

CEA:10.2 (<5), CA19-9(-), CA125 (-), CA15-3(-),
B2 pwkpoodatpivn: 3.05 (<2.64)
Apeon/éupeon Coombs: (-)

Hratitidecg B/C, HIV: (-)

MLKPOOKOTILK)/Ttolp OlOLTOAOYLKH KOTtpAvwV: (-)

(-
CT tpaxnAouv/Bwpakog/kokiog (21/5/21):

MoAAarmAol, /6 Stoykwpévol, LNs [unpoBouBwvikol (max 2.8cm),
€€w Aayoviol, paoyaAlaiol (max 2.6cm), tpaxnAtkoi (max 1.8cm)]
Oplakoi urtoyeveidlot, urtoyvaBiot & urmtepkAeidiot LNs

ATeANG EKTTTUEN/TIAXUVON TOLXWHATOC pLVvodapuyya

Oplakn avénon Bupeoeldolg, LE AVOLIOLOYEVELD

Mveupoviko mapeyxupa K.¢./NedpoABioon AP

U/S tpaxnAou(25/5/21): opayttidikoi LNs 1.4cm max, AP&AEZ, AP
unepkAeidlot max 1.25cm & ort. tpaxnAtkoi max 1.42cmkatl.6cm
AP kal AE= avtiotolya, otnv mAsoPndia umtdnxol, pe auEnuévn
ayyeiwon

U/S avw/kdtw kokiag(25/5/21): nmap/onAnvk.o.

U/S paotwv & paoctoypadia (25/05/21):

2 evéopoaotikoi LNs AE= (max 1.26cm) & moAAarmAoi pooxaAtaiot
apdw (AEZ max 2.25cm), kamotot pe urtoia Stibnong/mukva
tvoadevika ototyeio BIRADS 2

Triplex kap&iag (2/6/21): EF: 65%, dia.oto). SucAeltoupyia
grl, ikpou BaBuou TR, mepkapdlo eAeVOepo



Work-up katd tn voonAeia

A[O
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Evéookonnon pwvodapuyya (21/5/21):emiPBeBaiwon
miayuvongmou aveupedn otn CT-MPOYyPAUUATIOUOG
Boyiac pwvodapuyya 24/5/21

BioyiaAspdpadéva AP omicBlag tpaxnAkng Xwpag
(25/5/21)

Faotpookonnon (26/5/21): yaotpitida muAwpikov
avtpou/ANYPn BoPtwv petaBoABKA, Artd AVTPO KAl CWHA

Mueloypappa/OoteopueAikn BroYia (2/6/21)

MueAdypappa: HETPLA PLUEALKA ETIXPLOUATA UE
napouvcia NWovodAwv~9%, xwpis Aouta afloAoya
gupnuoTa

Kuttapopetpia pong: Aeukokuttdpwon e
oAU o pdoTUPAVWON KoL povokuTtdpwon. Ta
noAvpopdonupnva dev ekbppalouvv avénuévo CD64.
Mikpn avénon nwowvodidwv<1000KkKy Kot
BaoeddAwv<100/kky. Mikpr) av&¢non B pe avénuévn
avaioyia CD27+ pvnuovikwy Kuttapwv. Mewwpéva NK. Ae
BpéBnkav avénuéva CD57+ T4 R T8 Aepdokuttapa (LGL).

Buoyisg pvodapuyya: apuySaAlkog LoTOC LE EvTovn
Slaypadn Twv ayyeiwv Kol NTILOTATN NWOLWOGIALKN
oAU OpdOTIUPNVIKA KUTTAPLKN StnBnon Ttou xopilou

Bioyia LN (max b. 2 cm): oe mapadArowwdelg meploxeg tou LN
He dtatnpnon Twv BAACTIKWVY KEVTPpWV mapatnpeitat dtbnon
arno kuttapa Langerhans pe apBovo apaloxpwpaTIKO
nwowodwo kKuttapomAaopa (S100+, CD1a+). Zuvumapyxouv
avooofAaotika (CD30+) otowyeia. [CD20, EMA, CD15, CD3, CD5
kat CD79a: (-), Ki67 5%]

Buoy i otopayov/126aktuAov:
BAevvoyovog 128aktulou pe KaAn Adxvwon kabwc kol BEoelg
armoSlopyavwonG-amodataéng Twv AoXVWY, LE KATA TOTIOUG
MkuttapoPpiBela tou xopiou (T aplBpol evdoemibnAakwy
AeUDPOKUTTAPWV-OTIAVIA CUHUETOXN NWOWOPAWV)>XpnTEL
Slepelivnong mpog tTnv kateuBuvon apxoUeEVOU cuvdpooU
Sduocamoppodnong
FaoTpKog BAeVVOYyoOvoCg He petpiov Babpol aAAoWwOoELS XP.
yaotpitidag, Nmog evepyotntag & cuvodo amAn unepnAacia
KUTTAPWYV VEUPOEVOOKPLVOUG popdoAoyiag. H.pylori (-)

OMB: sAadpd UTIEPKUTTAPLIKOC OLUOTIONTIKOC LUEAOG, UE T
nwowodWia kat odnpormevia. AiOnon ano kakonbeg voonua
(AepdoimepmAaotik) BAABN N WoTOKUTTAPWON Langerhans),
Sev TeEKUNPLWONKE.



lotoAoyikn ekova Aspdadeva-HE x20 & x100




lotoAoyikn lkova Aspdadeva-eldLkeC xpwaoelg x20




Epyaotnplakn Slakupavon Kota tn VoonAesia
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Mopeia vooou katormwv g€itnpiov (1/2)

*Mapamoprnr oto ALHAtoAoyLko TuRpa tou I.N «Adiko», tpog nepattepw Slepelvnon/AVILETWITLON VLA TNV LOTIOKUTTAPWON
Langerhans

*IrivOnpoypadpnpa ootwv kot apBpwaoswv pe 20mCi 99mTc- MDP (8/7/21): xwplg MEPLYEYPAUUEVEC OCTIKEC AANOLWOELG

*EmavaAnmtikn CT Owpakog (13/07/21): oAyaplOpuot paocyaAiaiot & MO LNs < 1cm, xwpig VOGO amo TO TIVEU LOVIKO TIAPEYXU L

*PET-CT (14/7/21): Hria mpooAnyn tng 18FDG (SUVmax: 1.9) oto onicOwo t6€o tng4ns mAsupag AE=Z, xwplic avtiotolyo elpnua
otnV Y.T. (un edo gvpnua, mbava opeNOPEVO O€ RTIL KAKWGN)

*FfovidLakog EAeyxog oTo BLOMTIKO UALKO Tou Aepdadéva yla aviyvevon petoAaywv ota e€wvia 11, 15 tou yovibiou BRAF
(14/7/21): (-)



Mopeia vooou Katormwv e€itnpiov (2/2)

* Kot to tapering tnc koptilovne (ota 4mg medrol/d), emavepdavion apBpitidag kat e§avOnpatog, onote kat {ntndnke
peVHOTOAOYLKN YVWHN 0to Noo.Aaiko

* Bloypia déppatog amno onioOia emipavela AEZ unpov (24/08/21):

erbepuiba LE oUUTIAYN TIAPAKEPATWON KL LOALG UTIOC N LOLVOUEVO ECTIOKO OXNUATIOMO EMLPAVELKWY LLLKPOATIOOTNLOTIWY, aKavOwaon, omoyylwaon Kot eEwKUTTwaon
dAeyLoOVWOWY KUTTAPWY, KABWGE KL EMUUNKUCUEVESG ETUSEPULOIKEG KATASVOELC.

To umtokeipevo ONAwdeg xopLo epdavilel TOMATAQ SLATETAUEVA TPLXOESH ayyela o€ UTIOETUOEPULOIKA EVTIOTLON KABWC Kol NTILEG 0TIEG Xp. PAeyU. SINONONG pe
TIEPLAYYELOKA KUpPLlwg evtomion.

Avoooiotoxnueia: mapouoio wg emni to mAsiotov CD3(+) T-Aepdokutrapkol dindrpatog/xpwoelg CD1a & S100 (-)
- Ywpracopopodn deppartitida

* Evapén MTX 10mg/wk otic 22/10/21

*  JupBouAguTtiki yvwun yia tn Broyia LN amo latpkn 2xoAn ABnvwv (17/9/21): emuBePaiwon eupnUATWY CUUBATWY HE
LoTlOKUTTApwWOn Langerhans

*  MRI eykedpalov (28/9/21): apvntikn yia tabBoAoyia ek Tou KN



lotlokuttadpwon Langerhans evnAikwv

*  Enimtwon 1-2/ekatoppvplo (TMKavkaolol, Bopelo-Eupwrnaiol)

MAPK/ERK pathway

*  2/3 MS-LCH T
*  Mpoélevon amd pueloeldr), devépitika kuttapa / KAwvikotnta 3> JAVA
I I . Plasma bilayer
*  >50% aveupeon petaAAa§ewv mou cuvdéovtal e kakorOswa (BRAF V600E & MEK1)
o , , , , , , , subunts ——>  Dimer o
*  MpoacBoln ootwv (kpavio, Bwp. KAwPSG, 23, yvdbog/30-50% evnAikwv), déppatog, mveupdvwy, KNZ, Aepdpadévwy, D GEF
ATATOG, OTANVOC, QLULOTIOLNTIKOU, TIETTTIKOU — -
, , s , , , RAS D
* MeMOVWHEVN TIVEUOVLKN TIPOCBOAR-LOXUPH CUCXETLON LE KATIVIO MO (,35:2?:.”6)
©  Odopa KAWVIKAG OPELOG: QUTOMEPLOPWOMEVN VOGS EWE XPOVLD, UTIOTPOTILALOUCO g Y TR
, , , , , , , , L, , , CB::: — Ve m‘ ‘,,’ L
*  JUXVOTEPQ CUMMTWUOTA: dUoTmvola tpoomabeiag f/Kal nPeULag, BAXAG, EVIOMIOUEVO OOTIKO GAyog, €avOnua, KVvNouoG, (MAPKKK) VR
noAuSupia, AepdadevondBela, komwon/kotaBoAn, anwAew Bdpoug, vuktepwn edidpwaon, vauTtia kat mupetodg/ dmolog
Safntng pexpt kat oto 30% v
Activated
Trametinib
*  Zuyvn n deppatikn MPooBoAn oTto TPLXWTO TG KEDAANG: BAatideg 1-2mm, cuxva He amoAemion Kot epeAkidomnoinon + (MZPE:KK) — Cobimatint
TIETEXEWOSELG aupoppayieg (ddx pe gunyuato(ﬂ)otkr'] Sepuartitida) + PpAUKTaveg. Tuxva epuOnua/embepUIEIKE )
OAAOLWOELG TTTUX WV, TUTIOU Ttapatpippatog (ddx pe exlepa, Pwplaon, Candida). AMecg iBaveg BAaBec: E)\KI’]/EES)\K(UU.SVOL
olibLo IPWKTOYEVYNTIKNG TIEPLOXNG, YEVIKEUUEVO g§avOnpa (ddx pe otayovoedn Ywplacn), aAOWwoEL; ovOXwV (Omwg ek X
Tiapwvuxia, ovuxoAuaon, utovUXLa UTIEPKEPATWAN), GULETOXH OVAWV. ERK "
(MAPK) >
M Migration to nucleus, activation
«  AZA, MTX, pedviI{oAGVn £XOUV XPNOLLOTOLBEl LEPOVWHEVD 1) OE CUVSUAGUO yloL SEPHATLKH VOGO L

* Mepovwpévn npooBoAn Aspdadévwv omavia, aAa auTopaTeg UDETELS £xOUV apaTnPnOel emavelAnUuéva

“*  Langerhans Cell Histiocytosis (LCH), Recommendations for Diagnosis, Clinical Work-up and Treatment of adults, Euro Histio Net Work Group for LCH Guidelines, November2011,
Version 1.1

“»  Georgakopoulou, D.; Anastasilakis, A.D.; Makras, P. Adult Langerhans Cell Histiocytosis and the Skeleton.J. Clin. Med. 2022, 11, 909. https: i.org/1 jcm11
< KobayashiM, Tojo A. Langerhans cell histiocytosis in adults: Advances in pathophysiology and treatment. Cancer Sci. 2018 Dec;109(12):3707-3713.doi: 10.1111/cas.13817.
“*  Rodriguez-Galindo C, Allen CE. Langerhans cell histiocytosis. Blood. 2020 Apr16;135(16):1319-1331. doi:10.1182/blood.2019000934. PMID: 32106 306.


https://doi.org/10.3390/jcm11040909

Hwowvodia & LCH: tL yvwpiloupe?

Langerhans Cell Histiocytosis
Masquerading as Hypereosinophiliain a
Child.

Rastogi N, Yadav SP.
J Pediatr Hematol Oncol. 2019 May
*5-year-old male/routine test/asymptomatic

*WBCs:50,000 , neutrophil: 5%, lymphocyte:21%,
eosinophil:72%

*Bone marrow aspiration: increase in eosinophils
and their precursors, normal lymphocytes, prominent
histiocytes

*BCR-ABL.:(-),mutation analysis for PDGFRA and
JAK-2:(-)

*whole body PET-CT scan: multiple enlarged
abdominal LNs

*Vinblastine/prednisolone for 6 weeks

*maintenance Tx with 3-weekly
vinblastine/prednisolone, and daily 6-
mercaptopurine

*tLNs & eosinophils 1850
*salvage therapy with cladribine for 5 cycles

*maintenance oral chemotherapy with daily 6-
mercaptopurine & weekly MTX -1 year in remission

Mediastinal mass with hypereosinophilia in a

young boy-a diagnostic dilemma.

Parambil AS, Prem S, Jacob PM, et al.
J Clin Diagn Res. 2016

*15-year-old boy presented with left tonsillar
enlargement for 3 months associated with non
productive cough and dyspnea of 15 days duration,
aggravated in supine position

*WBCs:31,600/mm3, 80% eosinophils

+Single-system LCH (LNs), but emergency (SVCO)
—chemo/RT

Chronic eosinophilic leukaemia
with FIP1L1-PDGFRA fusion
and T6741 mutation that
evolved from Langerhans cell
histiocytosis with eosinophilia
after chemotherapy.

Ohnishi H, Kandabashi K, Maeda Y, et al.
Br J Haematol. 2006

+25-year-old man diagnosed with LCH
(multiple osteolytic lesions with infiltration
of eosinophils and non-dysplastic
eosinophilia in peripheral blood)

*Despite sewveral courses of multidrug
chemotherapy (Vinblastine, methotrexate,
6-mercaptopurine and cladribine), blastic
eosinophils appeared in peripheral blood,
bone marrow and pleural effusion 1 year
later-CEL

+a leukaemic clone with FIP1L1-PDGFRA
might have ewolved during the course of
multidrug chemotherapy
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CASE REPORT

Hwowvodia & LCH: T yvwpilovpe?

Rare disease

Ninety-year-old man with hypereosinophilia,
lymphadenopathies and pruritus
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SUMMARY

We report a case of a 90-year-old man with
hypereosinophilia, lymphadenopathies and skin lesions,
namely lichenification and pruritus. An aetiological
investigation was performed, and a bone marrow
(BM) biopsy and aspirate showed a hypercellular
marrow with hypereosinophilia without dysmorphia or
abnormal elements, and the BM and inguinal node’s
immunophenotyping denied any presence of abnormal
lymphoid cell population. The inguinal node biopsy
revealed a multinodular proliferation of large cells
$100 and CD1a", and a diagnosis of Langerhans cell
histiocytosis was made. The hypereosinophilia and
skin lesions were managed with corticotherapy with
substantial improvement of cutaneous lesions and
lymphadenopathies and normalisation of eosinophil
count. Finally, to define if it is a single or multisystem
disease, a skin biopsy will be necessary.

Lichenification and scaly lesions: (A) abdomen; (B) palm of
the left hand.

Figure 1

*Tx for scabies and hives, initially

*WBCs:16.900/uL, neutrophils 4.500/uL and eosinophils 6.250/uL

*IgE: 1210 UI/mL (ULN:100)

*RF, ANAs, ENAs, AMA, c-ANCA, p-ANCA, antimicrosomal and anti-PR3: (-)
*Prerenal AKI (creatinine 2.24mg/dl)

«axillary and inguinocrural lymphadenopathy

eright iliofemoral lymph node (23 x28mm) biopsy



Hwowodia & Ppwplaon: Tt yvwpillovpe?
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Peripheral blood eosinophilia in association with generalized A case of psoriasis vulgaris with peripheral blood eosinophilia,
pustular and erythrodermic psoriasis. parallelling the psoriasis area and severity index (PASI) score.
Mansur AT, Goktay F, Yasar SP. Sueki H, Nakada T, lijima M.

J Eur Acad Dermatol Venereol. 2008 Apr;22(4):451-5. Clin Exp Dermatol. 2004 Sep;29(5):549-50



EntiokePn oto Peupatoloyikd Tunpa tou INA «I. levvnuatac» 31/3/22

*  Emavektipnon 31/3/22, uné MTX 10mg/wk, CS d/cmpo 1.5 punvog: xwpig evepyo apBpitida otnv mapovoa ¢acn, aAAd HE
e€avoOnua tpywtoL kepalng/Koppou/akpwy Kal emavepdavion aAwrmekiag, ocuv kataduoitida ayxtAeiwv audw.

Antodaon ywa evapén secukinumab, wc emi PsA kat 6e6opEvwv HeEAETWYV TTOU ouvdEouy To povonatitng IL-17A pe tnv
LOTIOKUTTApPwWOn Langerhans.

RIS \ \ \

Coury, F., Annels, N., Rivollier, A. et al. Langerhans
cell histiocytosis reveals a new IL-17A—dependent

(2008). https://doi.org/10.1038/nm1694
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Case report pe ootiky povoeotiokn SS-LCH & Hx PsA

RADIOLOGY CASE REPORTS 13 (2018) 310-314

Available online at www.sciencedirect.com

ScienceDirect RADIOLOGY
REPORTS

journal homepage: http://Elsevier.com/locate/radcr

Musculoskeletal

Langerhans cell histiocytosis of bone in an adult:
A case report

Zachary Christopher MD?, Odion Binitie MD?, Evita Henderson-Jackson MD?,
Joseph Perno MD, PhD", Rikesh ]J. Makanji MD"*
@ University of South Florida, 13330 USF Laurel Drive, Tampa, FL 33612, USA

> Moffitt Cancer Center, 12902 Magnolia Drive, Tampa, FL 33612, USA
¢Fox Chase Cancer Center, 333 Cottman Avenue, Philadelphia, PA 19111, USA

Case presentation

A 54-year-old white man presented to an outside hospital emer-
gency department for acute low back pain, flank pain,
constipation, and left buttock pain radiating into his left thigh.
He had no history of trauma to the area or an inciting event.
His medical history was significant for psoriatic arthritis treated
with Humira and a history of melanoma in situ. He under-
went a computed tomography (CT) scan of the abdomen and
pelvis with and without intravenous contrast along with a
noncontrast CT of the lumbar spine, which revealed a 2.5-cm
well-circumscribed osteolytic bone lesion involving the left ilium




Zuvunapén lottokuttdpwong Langerhans kat
Wwprlaokng apOpitdag?

= Tyrosine Kinase Receptor

Euyxapiotouue yia tnv npocoxn oac!

FENIKO NOIOKOMEIO AOHNON

TENNHMATAL



