Avoaveelo o€ PApLLAKQL
AAAEPYLKN avTLOpaon Kol OxL
LLOVO
Ap Anpntpa Nikngopou

Pevpatoloyog I'.N. Aepecou kat I.N. Magov
Napouaciaon Ap 2aBBag WapeAing =




|OTOPLKO

* [uvaika 38 eTwv

* YriepBapn

* AlaBntn Kunoswc, Avtiotaon otnv WvoouAivn, ZA
* EAKOC OTOHOXOU

* Avoaveéia ota MZAQ (emyaoTpLlKEC EVOXANOELG)
e AvcAutdatpia

* 2/2017 eloaywyn YE Eviovo GAyog Aekavng, ooduadyia, otpwdia katw
akpwv, aduvauia Badlong

e Aldyvwon opoapvntiknc 2movoéuAapBpitidoc
* Autoavoon Bupeoslditida



EAeyyoc:

* MRI: ewkova nrmac Autwdouc 6nOnoncg IE
(maAld  epoAayovotitida;) Ywpilc oTolxela
ofeioc  PAeypovnc. Itn  TEPLOXN  TWV
TpoYavVTNPWV  dAeypovr)  AQYOVOKVNHLOLWV
ToWVWWY, MkpoU PBabupov Autwdng 6nBnon
TOU TEIpAYwWvVOU pnplaiou. loyounplaio
nPOCKouon ap.

* HMI xrte

* CT kolAlag TolywHaTIKA Ttaxuvon 2" poipog
128aktuAou otn peocotnta (VPoc ekPoAnc
XOANPOPpwWV Kol TIOYKPEATIKOU TtOpou) Aoutd
XTLE

 HLA B27 apvntiko

* Anti CCP apvntiko

* AVOOOAOYLKOC €EAEYXOC
QPVNTLKOC



[Topela

* Tov 3/2017 n acBevnc nopouvoiaos
apBpalyia akpwv xelpwv, AM22,
wWHwWV, yovatwv kat MAKv kat
axiAAeLo tevovtitioa.

 EAeyxoc nentikoU:
* Mn €OLkoU TUTIOU PAEYLLOV TTOXEOC
EVIEPOU, KOAAayovwdng KoALtda

e Xpovia yaotpitda, cuotaon ytoe MRCP
yLoL TNV TTaxuvon

* TEOnke og couldpaocalalivn

e 4/2017 SLaKOTINKE N
couAdaoaialivn Aoyw
duoavetioc (voutia, Kavoog,
SLOPPOIKEC KEVWOELC)

* TEOnke oe Medrol 8mg



[TOPEIA

e Tov 6/2017 n  apBpoadyiec
ETIMEVOUV Kol Topouolalel A
apBpittba  O6e  yovatog, €UPOC
kKivnonc OMz22 edpo. CRP: 8-12mg/I.

* H aaoBevnc ouve)ilel va EXeL EVTOVO
AAyoC XwpLc pelwon TNE Kivnonc tNng
OM2Z, pue gUUEVOV QAAYOC TIEPLOXNC
TPOXOVTNPWV KOl axlAAELO
Tevovtitoa. Avodepopeva
eMeloO0l  oldnuatoc¢ apBpwoewv
Kot ouvexwc CRP avénueévn.

e TiBetal os peBotpetatn pe TNV
ormola €xeL dStatapaxec ME2 pe
TNV ATtO TOU OTOUOTOC
XopPNnynon, omoTE XOpnYyELTOL O
EVECLUN LopPn.

e JTiivOnpoypadnuUol 00TWV XTTE



MeBotpecatn, mapevePYELEC

e ATtO TO oTOMO
* Nautla
e Kot\tako aAyoc delov
urtoxovoplou
e Evbopuika
e TpLyomtwon
* Avopetia
* Navtla
* EbLOpwoELC

Evéopuika

* MikpOotepn OLapKeLL
nopevepyeiwv (3-4 wpec)

e YYNEXIZEI

* MMPOZOHKH amitriptiline



[Topela

* Xwplic BeAtiwon
* CRP amo 8 pexpt 80 pe pt<5mg/|
* Auénon 6oonc MTX

e Eveoelc kopTikooTEPOELOWV

e Attnon ywa anti-TNF



Anti-TNF 12/2017 mnpwtn €yxvon infliximab
(biosimilar)

Kata tn dlapkela tng £yxuong mapousiace avanveuoTtikr duodopia, Bpayxog ¢wvng,
vautio Ko TtUpeTo. Mapa tn Xoprynon KOPTIKOOTEPEOELOWY KAL AVILOTOLLVIKWY TA
OUUTTTWHOTA UTTOTPOTILAaY OTTOTE yivetal elcaywyn. NoonAeutnke yia 3-4 €B6 Aoyw
geUnUpETOU, uTtoTporalovoag SuoTmvolac, apBpaAylac kal apBpLtdag, oldnua S€pupatocd.

QPA ektipnon €ixe ayyeLooibnua TG IPWTEG LEPEG, OLONHO KPLKOAPUTALVOELSWV. 2TNV
ouvexel adBwodn otopatitida, Aolpwén amno epmnn, (ne IgM HSV auvecnuevo) itnpe acyclovir.

OdBaApoAoyikn ektipnon: aAAepyia.

‘EAeyx0G é/ta aAAeg Aotpwéelg: coxiella burnetiid oploka enineda avTIOWHATWY, AVAHEVETAL
avooodBopLopog,

KaAALEPYELEC alATOC KOl OUPWV APVNTLKEC.
A/a Bwpaka xre, U/S kolhag xme, CT KolAlog xwplc VEa suprpata.

Atakort) MTX Aoyw Aolpwéswc amo €pmn (mpoowpva)



Opovoota? (Serum sickness)

* Serum sickness — Serum sickness is the prototy_?_lq example of the Gell and Coombs
"type IlII" or immune complex-mediated hypersensitivity disease. The reaction requires the
resence of the antigen, coincident with antibodies directed against the antigen, leading

o the formation of antigen-antibody or immune complexes. These should normally be
cleared by the mononuclear phagocyte system, although if this system is not functioning
well or is saturated by the immune complex load, then excess immune complexes may
form in the circulation and deposit in tissues or form directly in the involved tissues.
Immune comclolexes may deposit Ereferentlally In joints because the synovial endothelium
Is fenestrated (with more permeable pores or slits) and thus is more accessible to proteins
and protein complexes, although the reason that immune complexes target specific
tissues is not well-understood. Once deposited, the presence of immune complexes in
parenchymal tissues triggers an inflammatory response.

e Serum sickness is a type lll hypersensitivity reaction, also known as immune complex mediated hypersensitivity disease,
resulting from the administration of foreign protein, serum or nonprotein medications. This reaction requires a foreign
antigen of a specific size or specific physiological components that can stimulate the immune system to synthesize specific

antibody against the antigen. Symptoms develop 1 to 2 weeks after initial introdution to the antigen
(as this primary immunization causes IgM antibodies to develop around 7-14 days later, and IgG
antibodies appear a few days after IgM).



KAaoolkd cupntwpata

, Who gets serum sickness?
* [lup€eTOoC
. fo « Serum sickness typically followed
Agppotiko eqavinua exposure to foreign, non-human .
* SUpTTGHaTY a6 T apBpdoels  BIRtEINS, Sspecialy antivenoms an
rattlesnake antivenom used in the
USA. More recently, reactions have
o AA\QL KOLL been reported with the increasing use
. 0I5 : of thymoglobulin and
LONHA TPOOWROU chimeric monoclonal antibody therapy
* Nepdadevonabela (biological response agents).

* MMpooBoAn vedbpwv



https://www.dermnetnz.org/topics/biologics/

BloAoyikot mapayovtec (ovt-TNF ko
opovooLa)

e Infliximab

Lev Lichtenstein, 2Yulia Ron ? Shmuel Kivity ¢ Shomron Ben-Horin: ¢ Eran Israeli @ Gerald M. Fraser 2 Iris Dotan: PYehuda
Chowers: ¢ Ronit Confino-Cohen: fand Batia Weiss g|nfliximab-Related Infusion Reactions: Systematic Review. J Crohns Colitis. 2015
Sep; 9(9): 806-815.

M Corominas,1 G Gastaminza,2 T Lobera. Hypersensitivity Reactions to Biological Drugs. J Investig Allergol Clin
Immunol 2014; Vol. 24(4): 212-225

* Aev umtapyouv/Bpnko avadopec epdavionc opovooiac yla AAAouUg
ovtl-TNF


https://www.ncbi.nlm.nih.gov/pubmed/?term=Lichtenstein L[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ron Y[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kivity S[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ben-Horin S[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Israeli E[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fraser GM[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dotan I[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chowers Y[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Confino-Cohen R[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Weiss B[Author]&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4558633/

AN\EPYLKEC QVTLOPAOELC
* JuvnOwc epdavilovtal PETA ATto TNV deVTEPN EyXLON

Serum sickness like reaction

e JuvnNOwc epdaviletal HeTA amo 7-14 PEPEC o TNV Xopnynon tou
dopAKOU

* YIiapXeL pot avopopad yia epdavion opovooiac ETA Ao 2 LEPEC
aro tnv €yxvon infliximab (6ev NTtav n mpwtn €yxuon opwg)



[Tlow oTO MEPLOTATLKO... 4/2018

* H aoBevnc maipvet MTX 20mg/eBdopada inj im Kol VTLOTAMLVIKA
* Exel MA 15 Aemtt@, apBpalyiec, oopualyla, avxevalyia,
tpoxavinpitida, ayiAAelo tevovtitida

* H adepdpn tnc epdaviocs Ppwpioon
 CRP 7.92, BASDAI>7, ROM OM22 peiwon kata lek aAAad epo akouo
« 2°¢ anti-TNF: Benepalip (etarnacept) Aoyw:

e MuwkpoU Xpovou nuiogac (wNnc

* AOYW LELWMEVNC AVOOOYOVLIKOTNTOLG



Xopnynon benapalip

e 10 Aemtta peta avadepel aioBnua fapouc oto Bwpaka, £xeL Bpayxoc
dwvng, aveBalel Al kat epmupeto (38 °C)

* AVTILETWTILOTNKE LLE KOPTLKOOTEPOELON KOl AVTLOTOULVLKAL
* Eywve eloaywyn

e ElY€ UTTOTPOTIEC TWV OPXLKWYV CUUTTTWHATWY aAAA (OTIWE KoL PE TO
infliximab) mapovoiaoe avamnvevotiko cuplyuo, apBpalyiec ko apBpitdeg
AANA Kol epuBpa otiypata otnv mAATn xounAd pe aicOnpo kKalooug

o Alpwoia ap K. akpou... N/A extipnon mB. Awapfntikil Nevponabela,
e\eyyoc Brtapivng B12

* MeBotpetatn dev paivetal va Bonba, dtakomn Aoyw papuyyitidoc
(uTtovola urtotpoTmnnc Aolpwénc £pmn)



ke yLa:

EKTLLLNON Ao aAAEPYLOAOYO

QVTLLETWTILON VEUPOTIABNTLKOU TTOVOU

* Xopnpynon Neurontin
(Gabapentin)
* MMNpe Neurontin 3 pEpec epdavios
dlayuto epuBpo €avonua...
Stakomn. Yeon e€avOnuatoc

* Emikowvwvio pe aAAepyloAoyo

* AA\epyloAOyoc TtpoTeiveL:

* Plan of investigation and management:

1) Given the history suggestive at least in part of
an Ige-mediated reaction, undertaking skin
testgnF with Infliximab and Etanercept would be
useful..

2) This patient is likely to require de-sensitisation
with anti-TNF agents given her steroid resistance
and intolerance of MTX and Sulphasalazine.

3) Another option prior to proceeding to
desensitisation is try other anti-TNF agents such
as Adalimumab or Golimumab.

Finally, there is an intriguing case report of a
patient with Crohn's disease and known
mammalian food allergy who developed first
dose anaphylaxis to Infliximab due to Igk
antibodies to alpha-gal determinants (present in
the Fc region of Infliximab) - Chitnavis et al JACI
Pract 2017. Should your patient have a history of
meat allergy, may | suggest testing alpha-gal IgE.



MpoBAnuatiopol

* Aev eival Tuttiikn avtidpaon opovoaoiag (W mpog to Xpovo eudavionc), LE TNV IPWTN EyXuon Tou GopuaKkou

* Yrdpxet ko Tumovu | avtibpaon unepevatcOnoiac. Enineda IgE avénueva

Arnton AMepylohoyou: With infliximab biosimilar and Etanercept, she developed immediate dyspnoea and hoarseness suggestive of IgE-mediated

anaphylaxis but in addition developed fever, rash and arthralgia over subsequent days suggestive of serum sickness (type Il hypersensitivity).

* H avtibpaon opovociag meplypadeTol 0TOUG XLHALPLKOUG TTApAYOVTEG. Mo Toug TANpwG avBpwrtvoug mapayovteg dev
urtapxel (6ev Bpnka) avadopa.

* BéeBata n acBevig kave avtidpaon kat oto etanercept. Yiapxouv avadopeg GTF]IBLB)\LO’VpOL%iOL oTL o aoBevn pe avtidpaon oto infliximab
LaoTAUPOUEVN aviidpaon Adyw auTwV Twv

Ta avtilowpata (0To GAPUAKO) AvVIXVELOVTAV GTOV OPYAVIOHO yia TTOAD Katpd. MATwG iva

QAVTLOWHMATWY;

* AAN\ayn katnyopiag BloAoytkou?

e AnevailcOntomnoinon?
* Jtoug Bloloykol¢ ou mrpe (mpwtokoAAa urtapxouv/Bpnka yia infliximab kat adalimumab)
* Je BLoAoyLko mou Sev €xeL apel akopa (dev utapyouv/Bpnka dedopéva)

Sy e m—— —mm - m

—————g- — g

Infliximab Adalimumab Golimumab Etanercept Certolizumab
Structure Monoclonal Monoclonal Monoclonal P75TNFR{Fc PEGylated
antibody antibody antibody fusion protein humanised Fab
fagment [M1020 ENMIKINAYNH
Fully human No Yes Yes Yes No
Ligand TNF TNF TNF TNF & LTe3 TNF M I_I O P E I N A EI N AI M IA
Molecular weight 150 150 150 150 95
e NEA ANTIAPASH ????
Half-life (days) 8-10 10-14 1243 3 14
Dosing route and Iv every 8 weeks Sub-cutevery  Sub-cut monthly  Sub-cutweekly  Sub-cut every
frequency following loading 2 weeks 2 weeks

at weeks 0,2 and 6




Euyoplotw moAU

* KAAH EMIZTHMONIKH 2YNANTH2H

Wish
I WAS THERE



