Avoaveélo o€ papuoKaL
AVETILOUUNTEC EVEPVELEC
QAAAEPYLIKEC OVTLOPAOELG

Ap Anuntpa Nwkngdopou
PeupatoAoyoc I.N. Aepecou kat I'.N. Madou I




1° MEPLOTATLKO

|OTOPLKO

* [uvaika 38 etwyv, YriepPapn,
AwaBntn KuNoswc, Aviiotaon otnv
LvoouALvn, 27, EAkoc otopaxou,
AvcAutdalpia. Avoaveéio ota
M2ZAQ (eMyoloTPLKEC EVOXANOELC)

e 2/2017 sooywyn HE EVTIOVO AAYOC
Aekavng, oodualyia, atpwdia
KATw akpwv, aduvapuio Badiong,
Aldyvwon opoapvnTIKAG
2rtovOuAapBptitidag

* Autoavoon Bupeoslbitida

* 3/2017 T€OBNnke o€
couAdaoaialivn

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

* TeOnke oe Medrol 8mg



Ertopevo DMARDs 6/2017 : MeBotpetatn

[MapeVEPYELEC
. AT[CID\l TO CITTOIJO‘ EVSOpUTKA
OLUTlOl' | ' * Mwpotepn dLapkeLa
* Kothod dhyog 8e€rov TAPEVEPYELWV (3-4 WPEC)
uTtoxovopLlou « SYNEXIZEI

* Evbopuika
* Tpomtwon
* Avopetia
 Noavtia
* EdLOpwoelg



[Topela

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

* 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 AVILOTOULVIKWY 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.

OdBaApoloyikn ektipnon: aAAepyia.

‘EAeyx0G gta aAAec Aopweéelg: coxiella burnetti oplaka emnimeda aAvILOWHATWY,
avoocodBoplopoc (-)

KaAALEPYELEC alATOC KOl OUPWV APVNTLKEC.
A/a Bwpaka xme, U/S kolhtag xme, CT KolAlag xwpic VEa supripata.

Atakort) MTX Aoyw Aolpwéswc amo €pmn (mpoowpva)



TLavtidpaon elval;

* Avadulaktikn avtibpaon. Ta cuurntwuata epdavitoviar  Ta&lvounon aVOCOAOYLKWY AVTLOpACEWV
aklfoa, nepilrov 5-30° peta tnv emavaAnTtikn €kBson oto
a

gpyLoyovo (Apeon andkplon) fi 2-8 wpeg Letd * Tumou |: apeon unepsvatcBnaoia n
(EruBpaduvopevn amokplon) avopulofila
* Mn avoooAoywkn avadulaio. Asv amatteital n o T/ : ' :

TIPONYOUHEVN EKDEGN TOU ATOUOU 0TO AAAEPYLOYOVO Kall TUT[OU, II: dLapecoAafoupeves amno
Iglnou%vcpq Sev mapdyovrol f;_‘éGLKéL IgE avu%(bgata. , avilcwpata

apadeiypata autou tou €idoug Twv avtldpAcewy ivatn , T . : :
togt)Kr'] avtibpaon ano unepdoocoloyia, oL ELOLKEC Tumou Il SLQPEOO)‘O‘BOUHEVEC ano
TIAPEVEPYELEG TOU OUYKEKPLUEVOU HOPHUAKOU, N OVOOOCUUAEY LT
LOLOCUYKPAGLAKN avTidpaon TOU ATOUOU Kol Ol SR V- SuVe
PAPUAKEVUTIKEC AAANAETUSPACELC pE AANL uttou 1V: eruBpa UVOHEW}\ ,
ouyyopnyoupeva GpAapuoKa. urtepevalodnota (dtapecolafoupevn

* Opovooia. Turou Il avtidpaon unepevatcbnaoiag. arno T kuttapa)

Amatteital n mopouoia EEvou avTlyOvoU KaTo TOU OTtolou
VOl UTOPEL VA OXNUOTLOTEL avTiowpa. To CUMTTTWHOTA
euctlav'tlovrat 1 pe 2 eBéopadec peta tnv emadn UE TO
avVIlyovo

Entimeda IgE YnAa.... aviibpaon vnepevatcOnoiog tumov |



Opovoota? (Serum sickness)

« Serum sickness — Serum sickness is the prototypic example of the Gell and Coombs "type IlI" or immune
complex-mediated hypersensitivity disease. The reaction requires the presence of the antigen, coincident with
antibodies directed against the antigen, leading to 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 _dlrectcljy in the involved tissues. Immune complexes may deposit
Prefe_rentlally in joints because the synovial endothelium is fenestrated (with more permeable pores or slits) and

hus is more accessible to proteins and protein complexes, although the reason that immune complexes tar?et
specific tissues is not well-understood. Once deposited, the presence of immune complexes in parenchyma
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

* MupeTOC
e AeppaTLKO €€avOnua
* JUMMTTWHOTO ATTO TIC apOPWOELC

* ANQ Ko
e Oibnua mpoowrmou
* Nepdadevonadbela
* MMpooBoAn vedbpwv

Who gets serum sickness?

« Serum sickness typically followed

exposure to foreign, non-human
proteins, especially antivenoms and
antitoxins made in horse, e.g.,
rattlesnake antivenom usedn the
USA. More recentlx, reactions have
been reported with the increasing
use of thymoglobulin and
chimeric’'monoclonal antibody thera
pYy (biological response agents).



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/Bpnka avadopec epdavionc opovooiac yia aAAoug
ovtl-TNF


https://www.ncbi.nlm.nih.gov/pubmed/?term=Lichtenstein%20L%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ron%20Y%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kivity%20S%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ben-Horin%20S%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Israeli%20E%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fraser%20GM%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dotan%20I%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chowers%20Y%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Confino-Cohen%20R%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pubmed/?term=Weiss%20B%5bAuthor%5d&cauthor=true&cauthor_uid=26092578
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4558633/

AvTLOPAOELC UTtEpELALODNOLAC
TLExeL N aoBevnc;

Avadulaktikn aviibpaon

e JuvnOwc epdavilovtol HETA amo tnv deUTEPN £yxuon
e Emtineda IgE PnAa

Mn avocoAoykn aviibpaon

* Mnopé&l va TapoucLAOTEL OO TNV TPWTN £YXUON

Serum sickness like reaction
* JuvnOwc epdaviletal LeTd amo 7-14 pEPEC Ao TNV Xopnynon tou
dopuUAKOU

* YIAPXEL YL avacbopa yla eucbavwn opovoaoiag LETA oo 2 LEPEC ATO TNV EYXUON
infliximab (6ev Atav n mpwtn €yxuon opwc)



[Tlow oTO MEPLOTATLKO... 4/2018

* H aoBevnc naiipvel MTX 20mg/eBdouada inj im Kol avTloTOULVIKA

* Exel MA 15 Aemtt@, apBpalyiec, oopualyla, avxevalyia,
tpoxavinpitida, ayiAAelo tevovtitida

* H adepdn tnc epdaviocs Ppwploon
 CRP 7.92, BASDAI>7, ROM OM22 peiwon kata lek aAAa edpo akoua
* NevupomaBntikog movoc

e 2°¢ anti-TNF: Benepali (etarnacept) Aoyw:
* MuwkpoU Xpovou nuiogac (wNnc
* AOYW LELWMEVNC ALVOOOYOVLKOTNTOLG



Xopnynon benapal

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 APYLKWV CUUTTTWHATWY aAAA (OTIWC KoL PE TO
infliximab) mapovuolaoce avamnveuoTtiko cupLypo, apBpalyiec ko apOpitdeg
AANA Kol epuBpa otiypata otnv mAATn xounAd pe aicOnpo kKalooug

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

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



ke yLa:

EKTLLLNON Ao aAAEPYLOAOYO

QVTLLETWTTLON VEUPOTIABNTLKOU TTOVOU

Emikowvwvia pe aAAepyLoAOyo

Artoln AAMepyloAoyou: 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).

* AA\epyloAOyoC TtpOTELVEL:

* Plan of investigation and management:

1) Given the history suggestive at least in part of
an IgE-mediated reaction, undertaking skin
testfinF 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
. CIHD aocBevrg mapouciaoce mapevepyeleg ota pos DMARDS kat untepevatobnoia otoug anti-TNF kat og GAAa
ApHOKOL

e Yrniapxel ko Tumou | avtidpaon unepevatodnoiac. Emineda IgE avénuéva (avadulakTikn Kot pun
0VOOOAOVYLKN)

e Aev gilval turkn avtidpaon opovooiag (we mpoc To xpovo epdaviong), LE TNV ITPWTN €yXuon Tou pappakou
* H avtidpaon opovooiog neplypddetal 0TouG XLHOLPIKOUG TTApAYOVTEG. o Toug MARpwG avBpwrtvoug

napayovtec 6ev urndpyel (dev Bpnka) avadopa.

* BéBatan aoesvn? €kave avtidpaon kal oto etanercept. Yiiapyouv avadopég otn BipAloypadia 6Tl o acBevn pe
avtibpaon oto infliximab ta avtiowpata (oto $pappako) avixveloviav 6ToV Opyaviopo yia TOAD kapo. MAMwG sival
Slaotaupoupevn avtidpacn Aoyw aUTWV TWV AVTLOWUATWVY;

* AM\ayn katnyopiac BLoAoylkou?

* AmevalcObntomnoinon?
* JYtoug BloloyLkoug Tou Tinpe (mpwtokoAAa umtapyxouv/Bpnka yia infliximab kat adalimumab)
* Y& BLoAoylko Ttou Sev £xeL tApeL akopa (6ev umapyxouv/Bpnka Ssdopéva)

1020 ENIKINAYNH

e I L b = L b L

Infliximab Adalimumab Golimumab Etanercept Certolizumab

MIOPEI NA EINAI MIA

Structure Monoclonal Monoclonal Monoclonal P75TNFR/Fc PEGylated

antibody antibody antibody fusion protein humanised Fab
fragment
Fully human No Yes Yes Yes No N EA A N TI A PAZ H ? ? ? ?
Ligand TNF TNF TNF TNF & LT3 TNF O 0 0 d
Molecular weight 150 150 150 150 95
(kDa)
Half-life (days) 8-10 10-14 1243 3 14

Dosing route and Iv every 8 weeks Sub-cut every Sub-cut monthly Sub-cut weekly Sub-cut every
frequency following loading 2 weeks 2 weeks
at weeks 0,2 and 6




TEAKQ TL EYLVE?

[Mlow OTO LOTOPLKO:

MEeTA oo EMLPOVN «avAaKkpLon» Tnc acBevouc SLamoTwveTal OTL:
Mpokeltatl ywa acBevr) pe xpovia kvidwan, xwpic Oepareia

Bripa 1°: a&loAoynon/eleyxoc kvidbwonc amnd AAAepyLoAdyo

Bna 2°: vea MR, €xeL evepyotnta amo th Opo (-) ZrovoulapbBpitda?
XpnletL Bepamneiac?

Bripa 3°: BloAoywkoc MNapayovtac, MOIOL?



>TEVN ouvepyaolo e aANEPYLOAOYO

* AcBevnc tEBNKe o€ aywyn UE AVILOTALLVIKA

* MRI: nmo ootko oidnua ap IE, atpodia yAovtiaiwy, tpoyxavinpitida,
oTEVWON ap kat Loxiov apBpwong

* ApBpitida AKpWV XELPWV
* AYA\ELOC TevovTiTda

* NeupomnaBntikoc tovoc: Xopnynon Neurontin (Gabapentin)

* MNNpe Neurontin 3 pépec epdavios dLaxuto epuBpo e€avOnua... dtakormn. Ydeon
géovonuatocg

* Amitryptiline, To €kole AOyw avenapkoUC AvTamOKPLONG

e JkePn yla secukinumab



Test aAA\epylog

* [lvovtal doklpooiec pe puOLOAOYLKO 0pO, UE LOTALLLVN, KOL UE TO
bapuoko os dladopec apatwoelc: 1/100 kat 1/10.

e Xwplc avtidbpaon, xopnyeitat 0,3 ml koL 0T CUVEXELQ TO UTTOAOLTTO
dappako 0,5ml

e XQPIZ ANTIAPAZH >TO ®APMAKO, rnaipvel tnv mpwtn 6oon.... Kal
ouUVEXLEL YwpLlc MPOBANUA KAL LE OXETLKA KAAN OVTATIOKPLON

oW brilliant
:% congrats
" good joh
) ravo
sound mate
t




e OLaoBevelc umopel val po¢ mopacupouV O0TaV UTTOTLHOUV oL iblot pLa
OLKN TOUC LOTPLKA KaTtaotaon N AEve Pepata

* H ouykekpLpevn aoBevnc umotipnoe tnv xpovia kvidwon, dev tnv
avAadEPE OTO LOTOPLKO TNC Kat dev enatpve Beparmeia. AeESLOE TIC
AAAEPYLKEC AVTLOPAOELC OTO PAPMAKOA KOL ETIALPVE OV TNC
KOPTLKOOTEPOELON KAl AVTIOTALVIKA

e TLeuBUVETAL OPWC TEALKA YLa TLIC avTOpaoeLc? H xpovia
gevalocOntomnoinon Aoyw tn¢ kvibwaonc N Ntav Kat avtidpaon oto
dbappaKo?

E\"ERYBODYI v




[TeploTtaTiko 2°

|OTOPLKO

* [uvaika, 42 Twv * Atayvwon: adladoporointn
opoapvnTlkn GAeypovwong

e Autoavoon Bupeosiditida ) ,
apOptltda pe evBeoitdoa

* [vopuaAyla , ,

: , * Opoapvntikn ZrmovouAapBpltida
* EuepebioTo eviepo HE TtpooBoAr) epLPEPLKWV
e [Ol apBpwoswv, WA?

* Hukpoawvieg * Evtovn &énpodOaApia kot

* MB. N6oOG AETTTWV HEUBPOVWV §npoaotopia, e ANA (-), PT (-)

* MUOOKEAETIKEC EKONAWOELC

* PvikEC emLoTatELC ‘ '
evVOOKPLVOAOYLKOU VOO LOTOC?



Oeparmela

Apxika plaquenil (11/2016)

* Meta ano 2 eBéouadeg E¢avOnpua katw
AKPWV, TIEAUATWY KoL TIAAQUWY LLE EVIOVO

e Ev TO peTOEV

* Betwkomoinon Mantoux xwpig evepyn
pupatiwon, Isoniazide 9 urveg (6-

KVNOUO
Avtipetwriion: Medrol

Methotrexate (2/2017)

Avoaveia: yA\wootitda
Evéolpo kaAUtepa avekto (10/2017)

4/2017 apBpitida oTepVOKAELSIKAG,
aKpWHLOKAELSIKAG; Evapén Medrol 4mg.
Meta pia eBédopada aAyog umo tnv ap
KAeda pe padako oibnua. CRP 10,5 ==
6,4. avtnon mtx (10mg) Medrol 6mg

9/2017 urotporiagouvoa oAvapBpitda,
nepLapBpitida, evbeotititida, auxsva?\yta
CRP 21.43 MTX 15 mg, Medrol 3mg =
8mg == lémg

11/2017 inj MTX 20mg, Medrol 4mg

7/2017 évapén pe SutAr, ducavelia
otn ptpaprikivn)

Bloyia cte)\oyovwv eNQYLOTEG
AAOLWOELG g(p AeLPOKUTTAPLKAC
olehadevitdacg (apv ya cuvd.
Sjogren)

Napatnpeitot udr) TAakwdoug
BAevvoyovou, o ornoiog mepLKAeiel
opoB)\evvwcSr] adevia pe eAayLota
Xpovia cb)\exuovwén OTOLXELQ, XWPIG
MAPOUOWV AEUPOKUTTAPIKWY
aBpoicewv. Q¢ ek TOUTOU, CTOLELX
E0TIOKNAC A€ c|>0|<urtapu<nq
olehadevitidoag Sev avayvwpifovral.
(€Bv. Kat Kartobio. May. ABnvwy,
latplkn ox. A’ epy. rtab. AvatouLan)



Eloaywyn

. (1/ 2913 EVTOVO d;\\VO,C Bwpakiko ap * Eloaywyn ylo dtepelivnon
npocOLa paoyaAloio ypapun, avw : ;
5 116U OGTOD, UTOKAELSIWC) KOTOY LOTWV KoLl EMELOOOLWV

* a/o apv yLwa Kataypo UT[OV)\U KOLL}J.'LOLCI

« 2/2018 €€AvOnua pe kvnouod A/M * u/s kapdLag
Medrol 16 mg * u/s KolAlag

* AkoAouBnoav enelcodla TAEUPLTLIKOU * Bone scan
aAyouc apdw, o€ TTOANEC TTAEUPEC e HRCT
TOUC EMOLEVOUC UNVEC KoL ,
OUUITTWHLOTLKEC UTIOYAUKOLLLECS * Bpoyxookomnaon

* [ooTPOOKOTINGN

* 4/2018 MRI Katavuata
T[?\eupoxov6ptvo TN MO Tt?\supwv
TIAXUVON TOLXWHATOC XOA. KUOTNG



e US Kapdlac: Amia KOKKIwHATWon
MKA

e US KolAtag: kata tormouc olwdnc
TIAXUVON TOLXWHOTOG X.K.

* MMvevpova: vTtouTIE(WKOTLKO olidlo
0.28cm ko tepLoxn 6iknv BoAN¢
valou AKA cuotoiywc. Kataypata
5n¢ mAeupac apdw npoobiov tofou

* Bpoyxookomnon: eVBpumntoc
BAevvoyovoc

* MRI Kapdiag: xme




Bone scan:

multiple rib lessions
of the anterior ribs.
Most likely fractures




e Atakomn oovialiéng

[poPAnpata (oupIApwoE 9 pAVEC)
e Atakomtn MTX, koptilovng

YTOYAUKOLLLEG ; ;
« DAPUAKEUTIKEG? ° E)\EVXOQ OPHOVWV

* Awatapayn evOokpvoAoykn? , )
( ]
* ApBpitida, evBeoitida E¢avBnua vdeon

. 77

, , * Qupatilwon: apVNTLKOC EAEYXOC
* [layuvon toywpatoc X.K
* JUVOPOMO ENPOTNTOC * ANCA 2013 (') 20138 ('): GBM (')

* E€avBnuarta * Crosslaps 474, bone ALP 9,7, vit

* EUBpumToC Bpoyxikoc PAevvoyovocg A049 CTX0.32 PINP 54 87
* Pwoppaylec T S .

? Oupruon ooxam,__ows Lo

* Kotayporo 9/2017 -2,5(03:-3,4) -1,8
* Ooteonopwon?

. ? 7/2018 -2,9 (-3,3) 2
9/2019



TeAlka?

Costochondritis,
[MAeupoyovdpitidba?

e OOTEOMOPWON

* YrtoyAuKopiec: dtokormn
Loovialidne, opLLOVLKOC Kall
OUTTELKOVLOTLKOC EAEYXOC XTIE




wUSLULIHIUNIUT I

Costochondritis is the medical term for inflammation of the
cartilage that joins your ribs to your breastbone (sternum). This S)

area is known as the costochondral joint. Cartilage is tough but Causes-0f costochondritis
flexible connective tissue found throughout the body, including in
the joints between bones. It acts as a shock absorber, cushioning
the joints. Costochondritis may improve on its own after a few

Inflammation is the body's natural response to infection,

irritation or inIJury. It's not known exactly why the

weeks, although it can last for several months or more. The costoqh'oré)dra J'IQiﬂt gecc_)mes inflamed, but in some
condition does not lead to any permanent problems, but may cases it's been linked to:

sometimes relapse. * severe coughing, which strains your chest area
Tietze's syndrome * aninjury to your chest

Costochondritis may be confused with a separate condition called  « physical strain from repeated exercise or sudden
Tietze's syndrome. Both conditions involve inflammation of the exertion you're not used to, such as moving furniture
costochondral joint and can cause very similar symptoms. But _ T _ ’ _ .
Tietze's syndrome is much less common and often causes chest * an infection, including respiratory tract infections and
swelling, which may last after any pain and tenderness has gone. wound infections

Costochondritis also tends to affect adults aged 40 or over, . g :
whereas Tietze's syndrome usually affects young adults under 40. wear and tear — your chest moves in and out 20 to 30
As the conditions are very similar, most of the information times afmln_ute, and over time this motion can lead to
below also applies to Tietze's syndrome discomfort in these joints

Signs and symptoms of costochondritis Diagnosing costochondritis

If you have symptoms of costochondritis, a GP will
probably examine and touch the ugper chest area
around your costochondral joint. They may ask you when
and where your pain occurs and look at your recent

* When the costochondral joint becomes inflamed, it can result in
sharp chest pain and tenderness, which may develop gradually
or start suddenly. The pain may be made worse by:

e a particular posture, such as lying down medical history. Before a diagnosis can be confirmed,
: . some tests may need to be carried out to rule out other
* pressure on your chest, such as wearing a seatbelt or hugging possible causes of your chest pain.
someone

. : : * |f no other condition is suspected or found, a
* deep breathing, coughing and sneezing diagnosis of costrochondritis may be made.

* physical activity


https://www.nhs.uk/conditions/chest-pain/
https://www.nhs.uk/conditions/cough/
https://www.nhs.uk/conditions/respiratory-tract-infection/

e Kataypota mAsupwv AOyw
00TEOTIOPWONC Kat ANYPNnc
KOPTIKOOTEPEOELOWV

 Ad costochondritis

[Topela

* MUOOKEAETIKEG EKONAWOELG
UTTOTPOTIN.

* Emavevapén MTX, mpooBnkn
benepali,

e ipooBnkn SSA

* AlakoT Kot Twv U0 Aoyw
nopevepyelwv!!!!

* SSA kedpalalyia, avopeéia, vautia
Benepali évtovn 6£puatu<r]
avtidbpaon, oxnUaTIOPOG UTIodOpLOU
olldiov (?)

e Ooteomopwon

* 9/2019 Aclasta vautia, Evtovn
oUOPLKTLKI) KeDoAaAyia Kot
omLoB0o0TEPVLKO OUGX)LKTLKO AAyocg



* Tao Koptikootepeoeldn elval yvwoTto OTL KAVOUV OCTEOTIOPWON
e Kataypota Opwc META oo Alyotepo arno 1 xpovo Anyn?
* MoAAarAa?
e Autopata?

e Costochondritis ?

* Auoaveéia, avermBuuNTeC eVEPYELEC O€ TTIOAAA dapLLAKOL
e Awtia?
e TLKAVOUUE?



3° TTEPLOTATLKO

e Peupatoeldbng ApBpitida

* Kata tn 6tayvwon LEWUEVO EVPOG
kivnong-aykUuAwon 6¢ MXK, e a/a
gupnuata PA, deikteg cb?\svuovnq (-)
Anti CCP BeTikd

* Mopeia: apBpitda d& kat ap MXK kat
MKO®

* Methotrexate: mapevepyeleg,
Aduvapia, urtvnAia
EKVEUPLOUOC, UTIEPEVTAON
KatabAupn

AAAayr) oTOV XapaKtrpa

AIAKOIH

* Ermipevel n apBpitida

* AcBevnc ywplic WOLaitepa
npofAnuata aAld pE pLo
ayKUAWHEVN apBpwaon Non
XxpneL Beparmeiog

* TEOnke oe couldpaocalalivn
5/2016



MeTA TPELC LAVEC TTOPOTTEUTTTIKO ATIO OLLULATOAOYLKN KALVLKA

NoonAsla
Mot Slepelivnon 0lKOKKLOKUTTOAPOLULOLG,

* AlpatoAoyol
* MMANpNC dtepelivnon
e OOTEOMUEALKN
e Juve)ileL tn couvAdaocaialivn

ot

OYAEN MAGOAOTIKO

e PeupatoAoyocg

* AME2H AIAKOIH
2OYADAZANAZINHZ

ot

NMAHPHZ ANOKATA2TAZH



* Apveital A€oV va rtapel Bepareia

e Ermipevel n vpevitda



[TpoBAnuatiopotl

* Mepikol aoBeveic exouv duoaveéia oe moAAa DMARDs
* MTou odeilete auTO?




Adverse drug reactions: definitions, diagnosis, and

Mmanagement
lvor Ralph Edwards, Jeffrey K Aronson Published in The Lancet 2000

We define an adverse drug reaction as "an appreciably harmful or unpleasant
reaction, resulting from an intervention related to the use of a medicinal product,
which predicts hazard from future administration and warrants prevention or
specific treatment, or alteration of the dosage regimen, or withdrawal of the
product." Such reactions are currently reported by use of WHQO's Adverse Reaction
Terminology, which will eventually become a subset of the International
Classification of Diseases. Adverse drug reactions are classified into six types (with
mnemonics): dose-related (Augmented), non-dose-related (Bizarre), dose-related
and time-related (Chronic), time-related (Delayed), withdrawal (End of use), and
failure of therapy (Failure). Timing, the pattern of illness, the results of
investigations, and rechallenge can help attribute causality to a suspected adverse
drug reaction. Management includes withdrawal of the drug if possible and specific
treatment of its effects. Suspected adverse drug reactions should be reported.
Surveillance methods can detect reactions and prove associations.



Adverse drug reactions

Allergy? Side-effect? Intolerance?

Volume 42, No.1, January/February 2013 Pages 12-16
https://www.racgp.org.au/afp/2013/januaryfebruary/adverse-drug-reactions/

Table 2. Terminology of adverse drug reaction mechanisms

Classification Mechanism

A . R PR | -

Allergy (= hypersensitivity) Immunologica

Side-aect Pharmacologica

Intzlerance (= sensitivity) Pharmacclogical plus susceptibility; unknown

Other terms

- N . - b1 - . P P
|diosyncrasy Genetic susceptibility o advers

L1 E]

drug resction
e =ohe L

Pseuda-allergy Varnous mechanisms — mimics allergy

Toxicity® Excess dosage

Interaction® Drug combinations

© Mot further discussed in this aricle



http://www.racgp.org.au/afp/2013/januaryfebruary/
https://www.racgp.org.au/afp/2013/januaryfebruary/adverse-drug-reactions/

Classification of adverse drug reactions

* Type A reactions are predictable from
the known pharmacology of the drug
and often represent an exaggeration
of the known primary and/or
secondary pharmacology of the drug.

 Type B ADRs are bizarre reactions
that are unpredictable from the
known pharmacology of the drug and
show no apparent dose—response
relationship.

. Typicalgl, type A ADRs have been
labelled as host independent (i.e. not
dependent on genetic factors).

Review TRENDS in Pharmacological Sciences Vol.22 No.6 June 2001

Genetic susceptibility to adverse
drug reactions

Munir Pirmohamed and B. Kevin Park

[TpodLaBeon vyl avtdpaoeLC ota GApUAKQA

Table 1. Characteristics of type A and type B adverse drug reactions

pharmacology
Hasl factors

Frequency

Sevarily

Clinical burden
Overall proparlion of adwerse
drug reaclions

Firsl deleclion

Animal models

Genalic factors might be
impoartant

Common
Variable, but usually mild

High morbidily and low

rmartalily
80%

Phases |-

Usually reproducible in
animals

Characteristic Type A Type B

Dase depandancy Usually shows a good Mo simple relatlionship
ralatiorship

Prediclable from krown Yes Mol usually

Dependent an (usually
uncharacterized) host
faclors

Uncarmimion

Variable, proportionately
More severa

High maorbidity and
rmarialily

200

Usually Phase IV,
pecasionally Phasa 111
Mo krown animal modals




Table 2. Cytochrome P450 enzyme gene
polymorphisms and putative adverse drug reactions

P450 Drug?® Adverse Refs
enzyme reaction
CYP1A2 Typical Tardive 14
antipsychotics dyskinesia
CYP2C9 Warfarin Haemorrhage
Tolbutamide Hypoglycaemia 13,15
Phenytoin Phenytoin toxicity
CYP2C19  Mephenytoin Meurotoxicity 13
Diazepam Prolonged
sedation
CYP2D6& Antiarrhythmics  Amrhythmias 131617
p-Blockers Bradycardia
Tricyclic Confusion
antidepressant
Opioids Dependence
Phenformin Lactic acidosis
Perhexilene Hepatotoxicity
CYP3A4 Anti-leukaemic  Treatment-related 18

Table 3. Phase Il drug metabolizing enzyme gene polymorphisms and
putative adverse drug reactions

Dihydropyrimidine
dehydrogenase

UDP glucuronosyl transi
1A1

aAbbreviation: SLE, systemi

It is important to note that although

the focus of this review is genetic
sources of variation, environmental
factors such as disease, alcohol,
smoking and diet might also be
significant sources of variability and
might predominate. Indeed, the
environment might interact with the
genetic factors and either increase or

decrease the risk of an ADR.

Thiopurine methyltransferase

Phase Il enzyme Drug Adverse reaction? Refs
Plasma butyrylcholinesterase Succinylcholine Prolonged apnoea 35
N-acetyltransferase Sulfonamides Hypersensitivity 36

Amonafide

Procainamide,
hydralazine,
isoniazid

&-Mercaptopurine,

azathioprine

Myelotoxicity
SLE

Myelotoxicity, treatment- 37

related second tumours

Table 4. Pharmacogenetic defects in enzymes that lead to undesirable
pharmacodynamic adverse effects®

Enzyme defect

Drug Adverse reaction

Glucose-6-phosphate
dehydrogenase deficiency

Methaemoglot
reductase defi

Primaguine, sulfonamides,
dapsone, nitrofurantoin

Haemolytic anaemia

Table 5. HLA and adverse drug reactions®®

Porphobilinogg Drug

Adverse reaction

HLA association

deaminase de
(acute intermi

. Clozapine
porphyria)
o Dipyrone
Acetylcholines Gold

2Adapted from R

Oxicam

Carbamazepine

Hydralazine
Levamisole

Penicillamine
Sulfonamides

Severe hypersensitivity reactions
Agranulocytosis
Agranulocytosis

Proteinuria, dermatological reactions,
thrombocytopenia

SLE

Agranulocytosis

Toxic epidermal necrolysis
Penicillamine toxicity

Toxic epidermal necrolysis

DR3, DO2
BE38, DR4, DQ3
A24,B7, DN
DR3

DR4

B27

A2 B12

DR3

AZ29, B12, DR7

aThe list of HLA associations is not exhaustive. Importantly, most of these findings are based on
single studies, and therefore do need replication. Table is adapted from Ref. 35.
BAbbreviations: HLA, human leukocyte antigen; SLE, systemic lupus erythematosus.




MULTIPLE DRUG INTOLERANCE SYNDROME

* Multiple drug intolerance syndrome is defined as having greater than 3 or more
unrelated drug intolerances or allergies. Based on medical record data, about 2 to
5% of the population that uses health care may have multiple drug intolerance
syndrome in North America and Europe, with higher rates seen in hospitalized
patients.

* Multiple drug intolerance syndrome is more likely to occur with increasing age as
the number of life-time drug exposures increases. It is more common in females
and in individuals being treated for higher numbers of different specific health
conditions.

* Multiple drug intolerance syndrome can appear in patients with true allergies as
have been reported in patients allergic to penicillin and quinolones antibiotics.

* All individuals with multiple drug intolerance syndrome should be evaluated by
an allergist / immunologist



Table 6. Indications for referral to a clinical immunology and allergy specialist

Drug allergy history uncertain and/or allergic reaction occurred in the distant past

AND
Indication to use the drug to which the patient is thought to be allergic and alternatives are not

available or not optimal

OR
For consideration of desensitisation, where drug allergy history is definite or confirmed but there is

a strong indication to use the drug




* Mepkotl aoBeveic exouv duoavetio oe ToAAa DMARDs

e TLKAVOUUE OTav 0 acBevnc apveital TAEOV va TTAPEL aAywyn?
e Otav b6gv pmopet va apet toAAd pappaka Aoyw ducaveéiac?

[MOAU KOAO LOTPLKO LOTOPLKO

e Xpelaletol oAU KA ouvepyaoia He AANEC ELOIKOTNTEC KoL
aAAEpyLOAOYO/avoooAoyo yLa va pnv UTtoBAaAAeToL o acBevic o axpelaoTeC
Kol EMWOUVEC eEETAOELC

* OLao0Beveic pe dSuoaveéia o ToOANQ pAppaka TIPETEL va. a&LloAoyoUvTal oo
aAAepyLlOAOYO/avoooAOyOo



Euyoplotw oAU

KaAwc¢ fipBate otnv wotooeAida tou Kunplakol Opyaviopou Touptopou

AVaKaAOWTE £va vnoi e TTAOUOIC ITORICE KAt TIOAMORO, YELKITO UTIEPOXES SHTIERIEG TIOU GaIg TTEPIEVRUY. VO TIC GTTOAUOETE. AV mipoypapipaTiéers Tagitr omyv Kinpo, éAa 6oa
xperleare yiaver oXeMGoETE 10 TEALK-TAEDI oag eivon £5W amyigTooeAidba Tou KOT.
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FIOAITIONG6S & OpNOKEIS \ Oeua%eg}\tcépopeg



