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Tt etvar ot Checkpoint Inhibitors (iCPls)

SOMETHING

NEW

2011-> Ipilimumab (anti CTLA4) otn Bepameia Tou LEAAVWUOTOC
2014-> Nivolumab (anti PD1) otn Bsparmeia Tou PEAQVWUATOC

2016—> Pembrolizumab (anti PD-L1) otn Bspamneia tou NSCLC



Timeline for FDA approval of checkpoint inhibitors.

Drug Manufacturer FDA Indication Companion
approval diagnostic
Nivolumab Bristol-Myers Squibb (Princeton, March Second-line advanced stage NSCLC (squamous None required
New Jersey) 2015 cell carcinoma)
Nivolumab Bristol-Myers Squibb October Second-line advanced stage NSCLC None required

2015 (nonsquamous cell carcinoma)
Pembrolizumab Merck (Kenilworth, New Jersey) October Second-line advanced stage NSCLC PD-1.1 THC =1%b
2015 TPS*
Atezolizumab Genentech/Roche (San Francisco, April 2016 Second-line advanced stage NSCLC None required
California)
Pembrolizumab Merck October First-line advanced stage NSCLC PD-L1 IHC
2016 =50% TPS

Pembrolizumab with Merck May 2017  First-line advanced stage NSCLC (nonsquamous None required

carboplatin/pemetrexed cell carcinoma)

FDA., US Food and Drug Administration; IHC, immunohistochemistry; NSCLC. non-small cell lung cancer: PD-1. programmed cell death 1: PD-L1

programmed cell death ligand 1; TPS, tumor proportion score.

* SCLC, vedpko kapkivwua, Aepdwpa Hodgkin, oupoBnAtako kapkivwpa

* Y10 Slepevvnon n 6padon oe AAAeC KakonBOelec kal o€ dtadopa otadla Kapkivou

Adapted from Jain P, Jain C, Velcheti V. Role of immune-checkpoint inhibitors in lung cancer. Ther Adv Respir Dis. 2018;12:1753465817750075




XnueloBeparneia AvoooBeparneio

1 |
SOMETHING NEW
SAME OLD WAY

AVETILOU UNTEC EVEPYELEC NEol Spopol Beparmneiog

N

l MNowotnta 2oBapeC
(wnG ETUTTAOKEC

AtapopeTIKOU TUTIOU NEa epwtnpata
QVETILOUUNTEC EVEPYELEC

$

AvoooAoyLkoU TUTIOU QVETILBOULNTEC EVEPYELEC
(immune-related adverse events/ irAEs)




Case report

* Appev, KaUKaoLog 60 eTwv

* a/a eAeVBepO, 20 py KATIVLOTNC
* AloykwMEVoC paoyaAtaioc LN de€la

* Bloyia
- BRAF-wild-type petaotatiko HEAGVWHO OYVWOTOU TIpwTonabouc

* PET-scan

— MVEUOVLIKEC, NTTOTIKEC, OOTLKEC LETAOTAOELC



e Anti-PD1 (Pembrolizumab)/ 3 Béouadec

* Restaging otic 12 Boouadeg

- 25% vnoxwpnon Twv HETAOTACEWV o€ ATo Kot tveV povec (irRC)

* Follow-up otouc 18 unvec—> SD

* AE—> Hrtleg, oxeTl(OMEVEC PE TNV EYXUON



* 14 pnvec amo tnv evopén tnc Bepameioc ofeior apOpalAyio otnv apBpwon
Tou yovatoc AE pe o otdnua

= (-) KaAALEPYELEG apBpLkoU uypou
= US & MRI=2> Pnén kbotnc Baker
= EkpuAloTikn apBpLkn vooog

" EvO0-apOpLKn €yxuon KOPTIKOELOWV KOl OUUTTTW LOLTLKY) OVTLLETWTTLON TOU
AAyouc

= JuveEXLon TN aywync pe Pembrolizumab

e 1 unva peta (24 kukAol pe Pembrolizumab) mapovolalel oéeia apBpitidba pe
PooPoAnN Twv Kapmwyv, Tou yovatoc AE kat audotepwyv twv MNAK

e Juvoda cupmTwpota: Alappolec, KOTtwon, avopséia, anwAsto ZB amno
diunvou (Grade 2 CTCAE)



KAwikn e€€taon

e Oibnua otov Kopmo Kal oto avtiBpaxio AE
=2 MepLoplopoc KA e Kot EKToonc Kaprmou

* Yuevitba otic MKO AE
* |ROM vyovartog AE (]20° képyn), yopic mopovcio 0101 UoToS
* Ynhopntoc kprypdeg ITAK, yopic mapovacio owdnuatoc (normal ROM)

* Avatapoayn Paotong



Epyaotnplokog EAEYXOC

CBC
= Hb: 9 mg/dl, MCH: 24 pg, MCV: 79 fl

BX
= CRP: 20 mg/dl (N<5), TKE: 66 mm/h (N<20)

AVOOOAOYLKOC EAEYXOC
= RF (-), anti-CCP (-)
= Anti-dsDNA: 6.5 IU/L (N<5)

MwpoBLOAOYLKOG EAeYXOG
" (-) KAAALEPYELEC KOTIPAVWV
= (-) to€ivec Cl. difficile



ATIELKOVLIOTLKOC EAEYXOC

 MRI kaprtoU kat avtiBpaxiov AE
" Ataxutec oldnUaTWOELC E0TLEC OTOV HUEAD
" DAeypovwdelc AANOLWOELC TWV TEVOVTWV

" OdNuO LAAOKWY LOPLWV TOU TETPAYWVOU TIPNVLOTH KL TWV ATTW TIOUAQ LKWV
HUWV (evOelkTiKa puooitidac)

" Xwpic otowxeia StaBpwong

 MRI MNAK
" Yuevitda MAK
= XopunAou BaBbuou evioxvon Twv KOUITTAPWY KOl TLEPOVLOLWY LU WV

e US> Mwkpn ocuAoyn vypoU apdotepwv Twv MAK
e JTIIVONpoypAdnNUa 0OTWV

-2 NeplapBpki mpooAnyn oe yovarta, NAK, kaprd AE, MK® AE, woxla
AnPw (evOeLKTIKA UpEVITLOOK)



EvOooKOoTiLKOC EAEy)OC

* [aoTpOOKOTINON—2> XWpPLic maBoAoyikd eupripata



Alayvwon

e AVeETIBUUNTEC EVEPYELEC AVOOOAOYLKOU TUTIOU

-2 ApBpitda
-2 Muooitida
-2 ALAPPOLEC



To treat or not to treat?




Mowa etvol Tal OepATEVTIKA HoC EpYAAELO?
ASCO guidelines

Grading Management

All grades Climicians should followw reports of new joint pain to det ne whether
inflammatory arthritis 1= present; gueston tom new since
receiving ICFi

G1: Mild pain with inflammation, enythema, or joint swelling Continue ICP
Initiate analgesia with acetaminoph

G2: Moderate pain associated with signs of inflamsmmation, Heold ICFi and rezume upon symptom o and on prednisone = 10 mg/d

erythema, or joint swelling, limiting instrumental ADL Escalate analgesia an n=ider high s of NSAIDS as needed
If inadequately contr , Initiate prednis or prednisolone 10-20 ma'd
or equivalent for 4- aks
It improvement) aper according t ponse dunng the next 4-6
weeeks; if no im nent atter init veeks, treat az G3

It unable 1o low osteroid dos = 10 mog'd after 3 months,
consider DMMARD
Consider intra-articular corticosteroid injections for large joints
Reterral to rheumatology
ted with signs of inflammation, Hold ICPFI temporarity and may resume in consultation with rheumatology, if

E3-4: Severe pain associa
erythema, or joint swelling; irreversible joint damage:; recover to G1 or less
disabling; limiting self-care ADL Inmiate oral prednisone 0.5-1 mg/kg
It tallure of IMprovement after 4 weeks or worsening 1n meantime,
consider synthetic or biclogic DMARD
24T, _methotrexate, letflunomide
ogic: consider anticytokine therapy swuch as TMFo or IL-6 receptor
noor . iote: As cautron, |L-6 inhioition can cause intestinal perforation;
wihike this 15 extremely rare, 1t should not be used In patients with colitis.)
lest for wiral hepatitis B, C, and latentfactive TB test prior to DMARD
treatment
Referral 1o rheumatology
Addmional consderations
Early recognition is critical to avoid erosive joint damage.
Corticosteroids can be used as part of initial therapy in inflacmmatony archritis, but due to likeby prolonged treatment reguirements, physicians should consider starting
corticostercid-sparing agents earler thanm one would with other Ir&kcs
Oligoarthritis can be treated sarly on with intra-articular corticosteroids; consider early referral.
Consider PCP prophylaxis for patients treated with high dose of corticosteroids for = 12 weeks, as per local guidelines.

Management of Inmune-Related Adverse Events in Patients Treated With Immune Checkpoint Inhibitor Therapy: American Society of Clinical Oncology Clinical Practice Guideline




AVOOOKOTOOTOAN GTOV OYKOAOYLKO a.cOEevN)

[eplopllel N AVOOoOKATAOTOAN TNV QAVTLKAPKLVLKN
dpaon Twy iCPIs?

* Aev UTTAPYXOUV ETILONUEC TTPOOOEVUTIKEC EAETEC
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Horvat TZ, Adel NG, Dang TO, Momtaz P, Postow MA, et al. Inmune-Related Adverse Events, Need for systemic Immunosuppression, and Effects on Survival and Time to Treatment Failure in Patients With Melanoma Treated
With Ipilimumab at Memorial Sloan Kettering Cancer Center. J Clin Oncol. 2015;33(28)L3193-3198



AVOOCOKATOOTOAN OTOV OYKOAOYLKO aoBevr)

2UVNYELC AE CUOTNMATLKNG AVOOOKATAOTOANG

* AE cUOTNMOTLKNC XOPNYNONG KOPTLKOELOWV
" YiiepyAukatpio
" Katakpatnon uypwy
" |atpoyeveg Cushing
" |atpoyevncg emvedpLdlokn avemapkela (ypnyopo tapering)
= Muikn aduvauia
* OOTEOTIOPWON
" NeupopuXLOTPLKEC OLATOPOXEC
" EukalplaKEC AOLUWEELC

Corticosteroids can be used as part of initial therapy in inflammatory arthritis, but due to likely prolonged treatment requirements, physicians should consider starting
corticosteroid-sparing agents earlier than one would with other IrAEs

Consider PCP prophylaxis for patients treated with high dose of corticosteroids for = 12 weeks, as per local guidelines

Postow MA, Sidlow R, Hellmann MD. Immune-Related Adverse Events Associated with Immune Checkpoint Blockade. N Engl J Med. 2018;378(2):158-168.

Management of Immune-Related Adverse Events in Patients Treated With Immune Checkpoint Inhibitor Therapy: American Society of Clinical Oncology Clinical Practice
Guideline



MNote Oa Oepanevow?

LIOIVIV S§UIUCTHITITD

Sympiom Grade Management escalation pathway Assessment and Investigations

Complete riveumatological history reganding DiDx
ahove and examination of all joints and skin

Grade 1: ] ) . ]
Mild pain with inflammation, Consider plain X ray/imaging to exclude
erythema or joint swelling metastases if appropriate

Autoimmune blood panel (as above)

Grad I INA0EGUATEYY CONTONED, INETE Preanisnone
Moderate pain as ted with 10-20 mg or consider intra-articular steroid

the above, limits instrumental ADL injections for large joints US: +/- MRl imaging of affected joints

Consider withholding ICPi and resuming upon symptom Consider early refemral to a rheumatologist
control, prednisolone - 10 mg; if worsens
treat as per Grade 3

. Grade 3: e i Initiate prednisolone 0.5-1 mg'kg As for Grade 2

Severe pain; imeversible joint Seek rheumatologist advice and review

damage; disabling: limits self-care ADL If failure of improvement after 4 weeks or FE e : o

in meantime - refer patient to rheumatologist
(consider anti-THFa therapy)

Management of Toxicities from Immunotherapy: ESMO Clinical Practice Guidelines



MNote Oa Bepamnevow?
ASCO guidelines

Grading Management

All grades Clinicians should follow reports of new joint pain to determine whether
inflammatory arthritis is present; guestion whether symptom new since
receiving ICF

G1: Mild pain with inflammation, enythema, or joint swelling Continue ICP
Intiate analgesia with acetaminophen andfor NSAIDs

G2: Moderate pain associated with signs of inflammmation, Hold ICP and resurmme upon symptom control and on prednisone = 10 mag'd

gnythema, or joint swelling, limiting instrumental ADL Escalate analgesia and consider higher doses of NSAIDS as needed

or eguivalent for 4-6 weeks
I improvement, slow taper according to response dunng the next 4-6
weeks; if no improvement after initial 4-6 vweaeks, treat as G3
If unable to lower corticosteroid dose to = 10 mgfd after 3 months,
consider DMARD
Consider intra-articular corticosternid injections for large joints
Referral to rheurmatology
G3-4: Severe pain associated with signs of inflammmation, Hold ICPi temporarily and may resume in consultation with rheumatology,
erythema, or joint swelling; rreversible joint damage; recover to G1 or less
disabling; hmiting seli-care ALDL Inmiate oral prednisone 0.5-1 mgfkg
It tallure of IMprovement atter 4 weeks or worsening in meantime,
consider synthetic or biclogic DMARD
Synthetic: methotrexate, leflunomide
Biologic: consider anticytokine therapy such as TMNF-ox or IL-6 receptor
inhibitors. {Mote: As cauton, |IL-6 inhibition can cause intestinal perforation;
wihille this 1s extremely rare, 1t should not be used In patients with colitis.)
lest for viral hepatitis B, C, and latentfactive TB test prior to DMARD
ireatment
Reterral to rheumatology.
Addimmional consderations
Earhy recognition is critical to avoid erosive joint damage.
Corticosteroids can be used as part of initial therapy in inflammmatory arthritis, but due to likehy prolonged treatment reguirements, physicians should consider starting
corticosteroid-sparing agents earlier than one would with other irAEs
Oligoarthritis= can be treated esarly on with intra-articular corticosteroids; consider early referral.
Consider PCP prophylaxis for patients treated with high dose of corticosteroids for = 12 weeks, as per local guidelines.

Management of Inmune-Related Adverse Events in Patients Treated With Immune Checkpoint Inhibitor Therapy: American Society of Clinical Oncology Clinical Practice Guideline




MNote Oa Bepamnevow?

Distribution of grade 1-2 IRAEs
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Adapted from Michot JM, et al. Imnmune-related adverse events with immune checkpoint blockade: a comprehensive review. Eur J Cancer. 2016;54:139-48.

ApBpalyia wc tpwtn N novn ekdnAwon 2-15%



MNote Oa Bepamnevow?

== Rash, pruritis
Liver toxicity

== Diarrhea, colitis
Hypophysitis
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Fig 2. Kinetics of appearance of immune-related adverse event.

Adapted from Weber JS, Kahler KC, Hauschild A. Management of immune-related adverse events and kinetics of response with ipilimumab. J Clin Oncol.
2012;30(21):2691-7

* JUMUTTTWHOTO NUEPEC ATIO TNV TIPWTN EYXUON €WC Kol 24 HAVEC
* MOVLIHEC SLOBPWTLKEC AAAOLWOELC LEXPL KOl BOOUASEC LETA TOL TTPWTOL CUUTTTWHLOTOL

o Jupmtwpota pAsypovwdouc apBpitidac yia unveg n kat >1 €tog amo tn dtakor) twv CPls
- Metantwon og xpovia apBpitida

Capelli LC, Shah AA, Bingham IIl CO. Cancer immunotherapy-induced rheumatic diseases emerge as new clinical entities. RMD Open. 2016;2(2):e000321



MNote Oa Osparmnevow?

AVOYKN OVOTTPOCOPHOYNC TWV 06NyLWV
yloL EVKaLpn avayvwplon kot Ospamneia?



SITC Toxicity Management Working Group

Investigations

Management

Follow-up

1
Mild joint pain
Inflammatory
symptoms*
Joint swelling

N

2

Mild/moderate
joint pain
Inflammatory
symptoms
Limiting
instrumental ADLs

=

3+
Severe joint pain
Inflammatory
symptoms
Joint swelling**
Limiting self-care
ADLs

* +/-Irreversible joint

____damage

-

Rheumatologic
examination

* Number

Laboratory Tests
* ANA
* RF
* CCP
* HLA-B27

Imaging
* Plain X-rays
affected joints
* Consider joint MRI
* Consider
musculoskeletal
ultrasound

Continue Immunotherapy

* NSAIDs®

* If NSAIDs ineffective, consider
prednisone 10-20 mg dailyx 4
weeks

* Consider intra-articular steroids®
*If not improving in 2-4 weeks,

|_escalate to grade 2 management

* Serial rheumatologic
examinations (2 weeks, 4
weeks, then 4-6 weekly)

* Functional assessment

Consider Hold Immunotherapy
*Rheumatology referral
*Prednisone 20 mg daily x 4-6

weeks, increase to 1mg/kg/day or
equivalent if no response in 4-6
weeks and escalate to grade 3
management

*If symptoms improve,
taper steroids over 4-8
weeks or until grade 1

Hold immunotherapy
*Rheumatology referral
*Prednisone 1mg/kg/day or

equivalent x 4 weeks, or until
symptoms improve to grade 1
*Consider additional
immunosuppression® (e.g. TNF-
inhibition, Methotrexate”,

sulfasalazine, leflunomide)

* If symptoms improve,
taper steroids over 4-8
weeks/until grade 1 If
symptoms do not
improve in 4-6 weeks:
discontinue
immunotherapy

Naidoo J, Capelli LC, Forde PM, Marrone KA, Lipson EJ, Hammers HJ, et al. Inflammatory Arthritis: A Newly Recognized Adverse

Event of Immune Checkpoint Blockade. Oncologist. 2017; 22(6): 627-630




Enidépoon tou PS

Mormal activity

* BOOLKOC TIPOYVWOTLKOC SelKTNG

e Emidoyn urtoPndiwv yia xnUeloBepamevTKA oxRpaTA S T e e
e YTnV avooobepareio ol TPWTEC HEAETEC HeV MapouoLAlouV Ambulatory >50% of time;
’ ’ occasional assistance
onUavTlkeg otadopec yua PS: 1-2

) . . Ambulatory =50% of time;
Int J Clin Oncol. 2013 Oct;18(5):839-46. doi: 10.1007/s10147-012-0474-9. Epub 2012 Sep 21. nursing care needed

Performance status of patients is the major prognostic factor at all stages of

pancreatic cancer.
Bedridden

Prognosis in advanced lung cancer — A prospective study examining 5. Conclusion
key clinicopathological factors

. . o o ) o Jarfar : -E:-'.-l'-- -[-'IE-”'- ATIAT ...:....':'.-...:.I.'
Claribel P. Simmons*, Filippos Koinis", Marie T. Fallon?, Kenneth C. Fearon®, Jo Bowden?, Iﬂt'“”.nm” m“"dmj“.hrhlltl"u]j}w.l prognosti t.'ILml i
Tora S. Solheim®, Bjorn Henning Gronberg ¢, Donald C. McMillan®, metastatic lung cancer and in combination increase survival pre-
loannis Gioulbasanis'-', Barry ]. Laird %% diction in advanced lung cancer. In translating this to clinical care,



Enidpaon tou PS

Table 1. Prevcafence per [0 Persons o) Colegories of Disease av Cawses of Chronic Limitation af
Activity and of Death, 972

Ml ain Cause
of Inability
A Couse of Main Cause of 1o Perform Cause of
Diisewse Category Limitation™ Limitation Major Activitly Dieath

+* 5,

0,0
S.0
0. &
0.1
0.4
0.0

Ml usculoskeletal 391
Crurculaiory 1.1
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Mervous system and sense organs 1.9
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Reynolds MD. Prevalence of rheumatic diseases as causes of disability and complaints by ambulator. Arthritis and rheumatism.1978;21(3):377-82.

LEADER

Rheumatoid arthritis

Understanding disability

G Stucki

Control of disease activity has the greatest effect on physical
unclional disabilily so should we bother with multidisciplinary
rehabilitation care programmes?
Stucki G. Understanding disability. Leader. Ann Rheum Dis. 2003:62:289-90.



MNapaAAnAn avtipuetwrnion aAAwv irAEs

Distribution of grade 3-5 IRAEs
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Adapted from Michot JM, et al. Imnmune-related adverse events with immune checkpoint blockade: a comprehensive review. Eur J Cancer. 2016;54:139-48.

* MrmopoUv va emnpeaocouv oXedov KaBe cUOTNMUA, TAUTOXPOVEC EKONAWOELC ATTO
SLadpopETIKA cuoTH AT
e Juyva grade>3 amno aA\a cuoTtipaTa

e Avaykn Beparmeiog

Bertrand A, Kostine M, Barnetche T, Truchetet ME, Schaeverbeke T. Immune related adverse events associated with anti-CTLA-4 antibodies: systematic review and meta-analysis. BMC Med. 2015; 13():211
Eggermont AM, Chiarion-Sileni V, Grob JJ, Dummer R, Wolchok JD, Schmidt H, et al. Prolonged Survival in Stage Ill Melanoma with Ipilimumab Adjuvant Therapy. N Engl J Med. 2016; 375(19):1845-55



CLINICAL STUDY

Arthritis and Tenosynovitis Associated With the Anti-PD1
Antibody Pembrolizumab in Metastatic Melanoma

Matthew M. K. Chan,* 7} Richard F. Kefford™*7}§ Matteo Carlino,* 7§
Arthur Clements,*} and Nicholas Manoliosf||

(J Immunother 2015:38:37-39) phase [ KEYNOTE-001 clinical trial.



AVTILLETWTILON

e Atakortn) anti-PD1 yia €va KUKAO

e Atpwodovika (Mapwdpovatn), DMARDs (Sulfasalazine), omiogidn
avaAynTka

* Agv xopnynonkav KopTtlkoeldn r BLoOAOYLKOL TAPAYOVTEC



EkBaon

* MMpoodeuTIKA BEATIWON TWV LUOCKEAETIKWY OUUMTWUATWY EVIOC
40npEPOU

* 12B kot VpecN TOV OPPOLDV
 |TKE, CRP
« Xopnynon enduevov kokiov Anti-PD1

e 20 pnvec peta v Evopsén g avocobepameiog
->SD
= Pevuoatikéc IrAES younAov grade (<Grade 3)



EpwtAuata yla To ...KOVTLvo HEAAOV




Adapted from J Amer Acad Dermatol. 2016;2(3):264-68




* JuvnOnc¢ peupatoloyikn agtohoynon (ZCTCAES)
* Agv uTtapXeL BepamevuTIKOC aAyopLOUOC
* Atakorn CPI kat apeon pevpatoAoyLKn eKTinon

Avtiuetwrtion Baoet BaputnTtaC CUUNMTTWUATWY KoL AELTOUPYIKWYV ETUTAOKWV



AcOevNC LE PEVUATLKO VOO NMAL,
urtoPndrloc yia avocoBepamneia pe CPIs?

* Kpttriplo amokAeLlopou
e ATO peAétec—> E€opon TOU AUTOAVOOOU VOO UOTOC

* [olo Ba eival To BepameUTIKO TTAAVO TOU PEUUOTOAOYOU?

Table 2. Autocimmune Exacerbations and Grade 3 to 5 Immune-Related Adverse Events

Patient Baseline Autoimmune Immune-Related Outcome
No. Condition Exacerbation Treatment Adverse Event Treatment Notes

2 Sarcoidosis Glaucoma Ocular steroids
RA Joint pain As for hypophysitis Hypophysitis Prednisone 1 mg/kg tapered Durable CR
over 6 whk; now receiving 7.5 mg

RA Thyroiditis Prednisone 1 mg/kg tapered
over 2 wk

Psoriasis Worsening As for colitis Colitis Methylprednisolone 2 mg/flkg

plaques tapered over 6 wk

Psoriasis, Graves Hypophysitis Prednisone 30 mg =1 w

disease transition to hydrocortisone
over 5d

RA, polymyalgia Joint pain, Prednisone 30 mg/d

rheumatica myalgias tapered over 1 mo

RA Joint pain Prednisone 15 mqg/d

down to 10 mg

Transverse myelitis Colitis Prednisone 1 mg/kg tapered
over 8 wk

Crohn disease Colitis Methylprednisolone 1 mg/kg
tapered over 8 wk
Ulcerative colitis Diarrhea, disease Infliximab,
flare dexamethasone
2 mg daily™
Inflammatory Joint pain As for colitis Colitis Prednisone 1 mg/kg tapered
arthritis? over 4 wl, infliximab
Psoriasis Hypophysitis Prednisone 50 mg =1 dose,
then 5 mg daily
Sarcoidosis Hypercalcemia, Prednisone 25 mqg/d, .- Ongoing SD
renal insufficiency tapered to 20 mg after
4 wihk
RA Joint pain Prednisone 10 mg/d, .- Ongoing PR
now receiving 8 mg,/d
Psoriasis Presumed colitis Methylprednisolone 1 mg/flkg Patient died
grade 5

Johnson DB, Sullivan RJ, Ott PA, Carlino MS, Khushalani NI, Ye F, et al. Ipilimumab Therapy in Patients With Advanced Melanoma and Preexisting Autoimmune
Disorders. JAMA Oncol. 2016;2(2):234-40



JUUTTEPAGLOTOL

* Nea Bepamela—> INUAVILKA EPWTHALLOTOL
* NUOVTILKN N AVAYVWELON TWV PEVMATIKWYV irAEs

e H eykatpn Kot opON QVITLUETWTILON TWV PEVHATIKWY irAEs BeAtiwvel
TNV oUVOALKN Ttpoyvwon Kat BonBael otn dtatripnon tng
aVTIKAPKLVIKNG 6paonc twv CPls

e Avaykoia n avamntuén VEwv SLoyvwoTKwV Kal BepameuTikwy
aAyoplOuwv



O pOAOC TOU PEUUATOAOYOU

The evolving role of the rheumatologist in the
management of immune-related adverse events

(irAEs) caused by cancer immunotherapy

Leonard Calabrese,’ Xavier Mariette®>*

We think that rheumatologists may be best equipped
to orchestrate the management of these IrAEs since
they are the specialists most closely and historically
associated to immunology and mainly to immune
treatment of systemic inflammatory diseases.
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