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Elcaywyn

* OL avaotoAeic onupeilwv avoolakol gAeyxou (Immune checkpoint inhibitors n
ICls) Stadpapatilouv Kpiowpo poAo otn Bepameia dtadpopwv KopKivwyv. Evw
glval OVEKTLUNTOL YlO. TNV KOTOTMOAEUNON TwV OLAPOPETIKWY KAPKIVWY,
EVEXOUV ETLONC TOV KIvOUVO OXETWOUEVWV HE TO avOooomolnTtko (Immune-
related adverse effects n irAEs) avemiBuuntwyv evepyeLwy, ol OTIOLEC UTTOPEL VAL
TOLKIAAOUV EVPEWC O€ CLUUMTWMATA KOl coBapotnta

*H woyalpia daktuAwyv, elvol petaél Twv peupatoloylkwy irAE. Av kat gival
OTIAVLAL, QTTOLLTEL EYKOILPN AVIXVEUON VLo atoTEAECHATIKN OLaXElpLon



2 KOTTOCG TNC LEAETNC

* JKOTIOC TNC MEAETNC E€lvall n Tapouociaon TEPLOTATIKOU HE OOKTUALKN
loyatpia mou oxetiletat pe ICI kot n  avaokomnon TNG OXETLWKNAC
BBAoypadiac

MegBodol

* [Mopouciaon meplotatikol — avookomnon PiPAoypadiac otic PACELC:
PubMed, Web of Science, Cochrane pe katadAAnAec Ae€elc kKAsldLa



KAWIKN TopEia TNC OYKOAOYLKAG OVTLULETWTTLONC TOU
o.cOevouc

Avépac 73 xpovwvV UE ATOULKO AVOUVNOTIKO UtEPTAOoNC, duoAtmidatuioc, autoneptopt{opevnc HBV Aoiuwénc kat Ywpiaonc.
Kotvwviko 1otoptko: BapuUc KAVIOTIG Kol ITpwnV dAKOOALKOG.

* ALAyVWON HE LETAOTATIKO MAELOMOP DO ASEVOKAPKIVWHA HE TIpWTOTIOON
£0TLOL TOV OLPLOTEPO IVEULOVAL LE LETAOTATLKN VOOO oTOoV AAAO TIVEULOVAL.

PD-L1 TPS: >50% ko xwpig LeTaAAAEELS YOVISiwv.

e Evapén Oepaneiag pe 2 kUKAoug xnueloBepaneiac e carboplatin kot
pemetrexed kat avoocoBepamneia pe pembrolizumab.

* ATIELKOVLOTLKOG EMAVEAEYXOG KOTA TNV SLapKela tnG Oepaneiag £6eLée
MEPLKA AVTATITOKPLON Kol oTaBEpOTNTA TG VOOOU.



Mopeia TwV aVOGOAOYLKWV CXETL{OUEVWV
OLVETILOUNTWV EVEPYELWV

e Aldyvwon Kat évapén tng Oepaneiag

* Qupeoslditida
* Ogpaneia pe 125 mcg AefoBupofivn

* Mepkapditida
* NoonAeia otnv KoupSLOAOYLKN KALVLKN
*'EAafBe e§itpLo pe tnv €N aywyn: LEOUANPESVI{OAGVN 32 mg Kot KOAXLKivn 1 mg

* AvaotoAn avocoBepaneiog Ewkoveg twv paytaiwv (A) kat tadauiaiwv (B) enipaveiwv twv

* Napouociaon dpaopévou Raynaud pe oxatpio Twv dxkpwv XepLwv mou Seixvouv toyauipuikeg BAaBeg otnv dxpn Tou 2o0u Kot

» Avoooloyikdg éAeyxog: Btk ANA 1/280, Betikd ACA, aocBevwg Betikd PM-SCL 3ou SaytUAou Tou 6&§toU YepLoU Kat oTNV dKpn TOU 30U
SaxTtuAou Tou aplotepou.




AnoteAéopata TPLYOELB00KOTNONG:

*Mn opato urmotpLyoeldko PAeBLKO Siktuo

*Mewwpevn mapouaoia aplOpol TpLyoeldwv

*MéEon TPLXOELS LK) TTUKVOTNTO: ~6 TPLXoeldr)/mm
*JNUAVTLKEC Olatapaxéc otn popdoloyio Kol oTnv
OPXLTEKTOVIK] TwV  Tpoewbwv oto oUvoAo Tou
gEetaoO€vtocg Siktlou

*XwpLc ylyavtia TpLyoeLdn

*[TOAAEC QVAYYELEC TIEPLOXEG

*ArtoSlopyavwon Ttou TpLyosldikol OSLkTUoU PE KATmola
onuela veoayyeiwonc oto 30 kat 40 SAKTUAO tnG He€LAC
AKPOC XELPOC

Elcaywyn otnv PeupatoAoyikn KAwvikn:

:E?\OLBE IIopr’ost EVGOSW\EBLOL s 10 ngspsq s (A) Tpwyosibookonnon mou Oeixvel amMwAElA TPYOEWOWY UE EKTETAUEVES
EAae e§uplo amod 1o VOGOKOUEID HE TIG MAPAKATW avayyeleg ePLOXES. (B) AuokoAia opydvwong tou TpiYoetdikoU SIKTUOU Ko
bOPUAKEUTIKEG AYWYEG: OPLOUEVES MEPLOXEC VEOYYEIWOTS.

*MeBuAnpedviloAovn 24 mg o€ otadlakn Pelwaon
*KoAxtkivn 0,5 mg

*Bosertan 62,5 mg 1x2

EmavéAeyXoG ota eEWTEPLKA LATPELQ pEVLATOAOYIOG:
*[1pooOnkn mycophenolate mofetil




Avaokonnon tnc BiBAoypadiac |

LB 60/M NSCLC Pembrolizumab LY penpheral neurlopathy EIL Esophageal necrosis ANA 1/640 cT angllogralphy-> Prednlsolong,. pentoxﬁy.l I!ne, CIR ) Amputation
(2022) pain of the digits pathological findings aspirin and tocilizumab
Corticosteroids-> Increase the dose of .
Kefas J . Ipilimumab and Subtle livedoid changes in his left A.N.A et R CT imaging and duplex | corticosteroids-> Addition of prostacyclin, W [PEHC passed. away
35M Mesothelioma . No positive and La weakly R . due to a bacterial
(2022) Pembrolizumab hand " doppler imaging-> normal mycophenolate mofetil and .
positive . pneumonia
hydroxychloroguine
Erythema, oedema and sever . .
O'Conor ain around the distal tio of her ANA 1/160 and RNA | Arteriogram -> pathological
45/F Breast cancer Pembrolizumab parr A po No polymerase |l antibody findings, Nail folds Corticosteroids, amlodipine and sildenafil | Distal digit amputation
(2020) right third digit, along with .
. . . 22.7 capillaroscopy -> normal
shooting pain up the right arm
Laser Doppler assessment . . .
. . ' ” . Oxcarbazepine->Gabapentine- The patient passed away
Zenati N 47IM Melanoma Ipilimumab FETEE MR e ] Hepatitis and ANA 1/160-> negative 9f the pressure on the r!ght >Amitriptyline->Aspirin, nifedipine and | due to the progression of
(2019) cold weather neuropathy index finger-> pathological . : ,
. iloprost -> lloprost and sildenafil cancer
findings
Mild non-purpuric erythema, pain .
\ : : . ) The patient passed away
NIl 68/F NSCLC Pembrolizumab anq PEIEESR Bl D TIgErzs No ANA 1/80 AUite] o Er Uz Nifedipine-> Addition of corticosteroids  |due to the progression of
(2019) bilaterally aggravated by cold normal

weather

cancer




AvaoKomnon tne

BiBAoypadiac Il

Intense pain in the hands, . . . The patient passed away
Franco . . , . Corticosteroids, LMWH, aspirin and
6 (2019) 46/M RCC Nivolumab predominantly the distal areas of No ANA > 1/160 Arteriography mycophenolate mofeti due to the cancer
the fingers progression
Discoloration of several rand Conventional angiogram on| Amlodipine, aspirine and corticosteroids->
| FaddaA | gap Melanoma Ipilimumab lowe limb gt aggravated by | Preumoniis Negative OIS Ingreese i doeo eleailtas okl & NA
(2018) P I dgw ?hg ) y 9 extremity-> pathological | Addition of epoprostenol and rituximab->
cold weathe findings Distal digit amputations
Light erythema involving fingertips
Comont Urothelial bladder Tremelimumab and of both hands occurred Periungual capillaroscopy -> . . ]
g (2018) L cancer Durvalumab associated with paresthesia and MR A2 pathological findings RN Improvement of necrosis
pain
. . Mild erythema, paraesthesia and s . . oy ... | The patient passed away
9 Gambichler 60/M Melanoma vaqumab and e BT No Negative Duplex §onography and nail|  Alprostadil and prednls_one > Distal digit due to the progression of
T (2017) Ipilimumab fold capillaroscopy-> normal amputation
hands cancer
Cyanosis of the fingers, necrosis
Le Burel . of 3 fingers and the heels, Corticosteroids, calcium channel blocker, | Partial resolution of the
o (2017) L L Anti-PD-L1 arthralgia, paresthesia and dry No AT NA iloprost and acetylsalicylic acid IrAE/ tumor response
mouths




KatevBuvtnplec odnyiec yia TNV AVIHETWLON Twv Immune -
related adverse events amno tnv avocoBepamneia

Table 1 Subtypes of rheumatic immune-related adverse events (irAE) in reference to known rheumatic and musculoskeletal

diseases (RMDs) according to typical leading symptoms and possible laboratory findings

Subtype Leading signs and symptoms Possible laboratory findings
Inflarmmatory arthritis Painful joint swelling, morning stiffness, relief by CRP T,ESR T, -
movement. Symmetrical affected small joints can *RF+, anti-CCP+, ANA+,
indicate rheumatoid arthritis-like phenotype. HLA-B27 +
Polymyalgia rheumatica-like Symmetrical polymyalgia of proximal limbs, morning CRPT,ESR T
stiffness, pain and difficulties when getting up from
sitting/lying position and/or lifting arms. May be
associated with large vessel vasculitis.
Psoriatic arthritis-like Asymmetrical (mono-/foligo) arthritis, dactylitis, tCRP T, ESR T
tendinitis/tenosynovitis, enthesitis.
Sicea (Sjogren syndrome)-like Dryness of eyes, mouth and genital area (mostly tCRP T,ESR T
irreversible). Arthralgia/myalgia are possible. "ANA+, SSA/SSB+
Polymyositis-like Weakness of proximal limbs, stiffness and aching of cK T,
muscles. Assess for presence of bulbar symptoms tCRP T, tESR T

(dysphagia, dyspnoea, slurred speech, diplopia),
myocarditis and interstitial lung disease.

*ANA+, myositis panel+ (eg, Jo1,
Mi-2, SRP etc)

Scleroderma-like Raynaud’s phenomenon, acral ulcers, sclerodactylitis,
skin thickening, calcinosis, telangiectasia, possible lung

involverment.
==

1CRP T, "ESR
*ANA+, centromere pattern,
Scl7 0+

Vasculitis-like Large vessel vasculitis: headache, jaw/ extremities
claudication, visual impairment/AION;

Small vessel vasculitis: purpurafleukocytoclastic
vaseculitis (skin), nasal bloody discharge/ulcers (ENT),
foamy urine/proteinuria, nephritic sediment, ocedema,

hypertension (kidney) dyspnoealcough (lung)

Sarcoid-like Lymphadenopathy (bihilary), lung nodules, arthralgia/
arthritis, red/painful eye (uveitis). Histology: non-
caseating granulomas.

Differential diagnosis: non- Worsening by movement and in the course of the day,

inflammatory musculoskeletal relief by resting and heat application. Bony formations

symptoms along the joints (osteophytes) in ostecarthritis. Possible

transition into activated osteocarthritis with signs of
inflammation.

CRPT,ESR T
*ANCA+

CRPT,ESRT
*ACE+, sCD25+

Narmal values expected

“When present, likelihood of an actual persisting rheumatic disease may Iincrease
TPossible in rheumatic rAE, but not common in actual RMD.

AIOM. anterior ischaemic optic neuropathy: ANA, antinuclear antibodies; ANCA, antineutrophil cytoplasmic antibodies;Anti-CCP, anti-cyclic
citrullinated peptide; CK, creatine kinase; CRP, C reactive protein; ENT, ear, nose and throat,ESR, blood sedimentation rate; HLA-B27,
human leukocyte antigen B27; RF, rheumatoid factor; SAP, anti-signal recognition particle autcantibody; SSA/SSB, anti-Ra/55% or anti-LafS58
autcantibodies; sCD25, soluble interleukin-2 receptor.

A\

Consider adding a steroid-
sparing csDMARD (e.g.
methotrexate) or bDMARD
{e.g. TNFa- or IL-6 inhibitor)

\\. Add-on therapy *

High-dose i.v. (methyl)prednisolone

IV. Severe Polymyositis-like particularly with bulbar up to 2 markg

symptoms. Life-/organ-threatening involvement in

E any rheumatic irAE (e.g. lung, heart). Dismntiﬁm e

S| crivsits (o, Rudke) vasculs, ighdoss .. prdisoneup 101 1gAg

&l i ot iadans Withhold ICPi

g

i oo aermtry tens - NSAID anor non-NSAID andl ACS
PiRdie! Gontinta ICPi

I. Mild inflammatory arthritis/
tenosynovitis/enthesitis.
Non-inflammatary symptoms
(e.g. myalgia/arthralgia).

NSAID (e.g. celecoxib or etoricoxib or ibuprofen) and/or non-
NSAID analgetics (metamizole, paracetamol) and/or IACS

}
Continue ICPi

éE improved or in remission: Consider de-escalation of treatrnentl

Figure 1 Suggested therapeutic management according to subtypes and severity of rheumatic immune-related adverse
events (irAE). *Add-on therapy with DMARDs (disease-modifying antirheumatic drugs) can take up to 12 weeks until onset

of therapeutic response. TConsultation of a rheumatologist should be considered. $Timely consultation of a rheumnatologist

is strongly recommended. bDMARDs, biological DMARDs; csDMARDs, conventional synthetic DMARDs; ICPi, immune
checkpoint inhibitors; IACS, intra-articular corticosteroid injections; IL-6, Interleukin 6; NSAID, non-steroidal anti-inflammatory
drug; PMR, polymyalgia rheumnatica; RA, rheumatoid arthritis; TNFe, tumour necrosis factor o.




JUMTTEPAOHOTOL

Ou IrAE yivovtal Tiio ouxVveC Aoyw Tn¢ eupeiac xpnonc twv ICls. Na to
AOYO aUTO, €lval ocnUAVvTLKA N eykatpn dtayvwaon Kat Beparmeia
oTavwwyV irAE, omtwc n SaKTUALKN oxatpia yia tn BeAtiwon tng
ekBoonc




