ANO2ZOOEPAIIEIA KAl PEYMATOAOTI'IA




e A&V EXW KAPIAO OUYKPOUCN CUMQPEPOVTWV.



BloO¢giKTEC.....

* H exkppaon tou Biodeiktn PDL-1 ota kapkKivika KUTTapa. Ooo pyeyaAuTepn

EKPPAON Tou OEIKTN O€ TTOOOOTO TOOO PEYOAUTEPN TTIBAVOTNTA VIO
QVTATTOKPION.

« TMB(tumor mutational burner):2uvoAIKOC apIBUOC HETAAAACEWY TTOU
UTTAPXOUV OTO YOVIOIWNA TOU OYKOU.

¢ MSI-H/dMMR: YwnAn HIKpodopu@opIkh aoTadela gival OeikTng yia Xoprnynon
avoooBeparreiac.
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Safety and efficacy of immune checkpoint inhibitors in advanced cancer patients with
autoimmune disease: A meta-analysis
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Figure 10. Forest plot of PFS in patients with and without AID receiving ICls. Figure 11. Forest plot of 05 in patients with and without AID receiving ICls.



10 TTEPIOTATIKO

Avopacg 50 eTwv uE ca TTVEUPOVA(OOEVOKAPKIVWHA).

PET/CT : AE trveupova, Aep@adevoTrabeia peoobwpakiou kail BAABN ap
ETTIVEQPIDIO.

PDL-1=1%

@¢eparreia : carboplatin-pemetrexed-pembrolizumab (6/04/2022-20/06/2022)
pembrolizumab 6/2022-12/2024.

1/2023 apBpiTida d€ KapTToU.
Xopnynon 10mg tmrpevdiloAovng
‘Evapen pebotpecarnc 4/2023.



20 TTEPIOTATIKO

« Avdpac 70 eTwv e ca Trveupova(adevoKapKivwua )
« 'ExTO0N voooou : Ap avw AoB0 Kai ap KATw AoBO Trveupova, Aep@adevoTTadeia
ueEcOBwpPaKiou, KAl 0OTIKEG evToTTioelS.(PDL-1<1%)
« ‘Evapcn aywyng : carboplatin-pemetrexed-pembrolizumab 9/2021-12/2021
pemetrexed-pembrolizumab 1/2022-8/2022
pembrolizumab 9/2022-6/2023
1/2022 TuTTIKA EIKOVA PEUPATIKAGC TTOAUMUAAYIQC.
Xopnnynon 10mg 1pevdI(OAGVNC KAl GUVEXION AVTIKAPKIVIKNG BepaTreiag Ue
TTANPN UPEON TNG PEUMATIKAG TTOAUUUQOAYIAC.
6/2022 uTTOTPOTI PEUPATIKAC TTOAUMUAAYIOC KAl CUMUETPIKA apBpiTida
OTIC TTNXEOKOAPTTIKEC APOPWOEIC.



20 TTEPIOTATIKO

« AlakoTr) avoooBepartreiag yia 2 eyXUoEIg.
e TIPOOONKN NEBOTPECATNG KAl ETTAVAXOPNYNON avoooBepaTreiac.
* ATTEIKOVIOTIKOG £AeyX0C 4/2025 pe oTaBepOTNTA TG OYKOAOYIKNAG VOOOU.



30 TTEPIOTATIKO

* AvOpacg 71 €TwvV PJE ca OUPOOOXOU [E TTVEUUOVIKEC EVTOTTIOEIC.
« ‘Evapcn aywyncg pe pembrolizumab-enfortumab vedotin(évavti NekTivn 4).

« 50 KUKAO Bepartreiag : AeppaTiki ywplaon o€ KATW AKPA Kal TTAAQUEC,
BAEvvOyoViITIOO OTOMATIKAG KOIAOTNTAG.

8.heic






30 TTEPIOTATIKO

¢ 2KEWN VIO Xopnynon MEBOTPECATNG....O0MWG TOTTIKN BepaTtreia Kal dIAKOTTA
enfortumab vedotin.

e 2UVEXION avoooBepaTreiag .






40 TTEPIOTATIKO

['uvaika 70 eTwv pe ca mrveupova.(PDLL -)

‘EkTaon vooou : AE kKatw AoBO Trveupova ,ETTIVEQPIOIA ,00TIKEC EVTOTTIOEIC.
Evapcn xnueloBepartreiag 12/2017

[Mpoo6nkn pembrolizumab 9/2018-10/2021

10/2021.....aAyoc¢ Kal Kuavwan OaKTUAWV.






50 TTEPIOTATIKO

* Avtpag 70 eTwv Ye OPOBETIK peupATOEION apPOPITIdOO UTTO MEBOTPECATN KAl
adalimumab.

e Ca TIVEUNOVA PIKPOKUTTOPIKO(TTEPIOPICHEVO)

« 'Evapcn Oepartreiag: carboplatin-etoposide-durvalumab(xopriynon
avoooBepaTreiac yia 2 xpovia).



Management of Immune-Related Adverse
Events In Patients Treated With Immune

‘Checkpoint Inhibitor Therapy: ASCO
“Guideline Update

. Bryan J. Schneider, MD*; Jarushka Naidoo, MD**; Bianca D. Santomasso, MD, PhD* Christina Lacchetti, MHSc®; Sherry Adkins, MSS;
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Grading

Management

All grades

Clinicians should follow reports of new joint pain to determine if 1A is present. Question whether symptoms new since
receiving ICPi.

G1: Mild pain with inflammation, erythema, or joint
swelling

Continue ICPi.
Initiate analgesia with acetaminophen and/or NSAIDs.

G2: Moderate pain associated with signs of
inflammation, erythema, or joint swelling; limiting
instrumental ADL

Consider holding ICPi.

Escalate analgesia and consider higher doses of NSAIDS as needed.

If inadequately controlled, initiate prednisone 10-20 mg/d or equivalent.

If improvement, slow taper according to response during the next 4-6 weeks. If no improvement after initial 4 weeks freat as G3.
If unable to lower corticosteroid dose to below 10 mg/d after 6-8 weeks, consider DMARD.

Consider intra-articular steroid injections for large joints.

Referral to meumatology.

(G3-4: Severe pain associated with signs of
inflammation, erythema, or joint swelling;
irreversible joint damage; disabling; and limiting
self-care ADL

Hold ICPi temporarly and may resume in consultation with rheumatology, if recover to = GL.
Initiate oral prednisone 0.5-1 mg/kg.
If failure of improvement after 2 weeks or worsening in meantime, consider synthetic or biologic DMARD.
Synthetic: methotrexate, leflunomide, hydroxychloroquine, and sulfasalazine alone or in combination.
Biologic: Consider anticytokine therapy such as TNFe or 1L-6 antagonists. Note: As a caution, IL6 inhibition can cause intestinal
perforation."*" Although this is extremely rare, it should not be used in patienfs with concomitant immune-related colitis.
Referral to meumatology.

Additional considerations

Early recognition is critical to avoid erosive joint damage.
Corticosteroids can be used as part of initial therapy in |A, but because of likely prolonged treatment requirements, physicians should consider starting steroid-sparing agents

earlier than one would with other irAEs.

Oligoarthritis can be treated early on with intra-articular steroids, consider early referral.



m O e NALS oF
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SPECIAL ARTICLE

WVMianagement of toxicities from immunotherapy: ESIVIO Clinical Practice
Guideline for diagnosis, treatment and follow—up*

J. Haanen”', M. Obeid®™ %, L. Spain®%7, F. Carbonnel®?, Y. Wang™'®, C. Robert™™ "%, A. R. Lyon™ "%, W. Wick™>-"%,
V. Kostine'”, S. Peters?, K. Jordan'®'° & J. Larkin®?, on behalf of the ESIWMIO Guidelines Committee”

Sympiom grade Assessment and investigations Management escalation pathway
Document joint or muscle inflammation: joint .
swelling. ESR, CRP, CK level, X-ray and US of Contlnu_e ICI th:arapy
Grade 1: mild pain, stiffness and/or affected joints, analysis of synowvial fluid if possible; Stark analgesrncs a."d‘ ol NSAIDS. e
—>> h I " " Refer to rheumatologist if no improvement in arthralgia
weakness consider autoimmune blood panel, including ANAS, g IV B B g
RF, anti-CCP and consider HLA-B27 testing [, B]
if spine affected®
i .
= -
Refer to rheumatologist Arthralgia:
Assessments and investigations as for grade 1 - As for grade 1
Grade 2: moderate pain, stiffness In case of no response, consider imaging (US, MRI, Inflammatory arthritis-PMR [IV, A]:®
and/or weakness limiting —b> CT scan) of refractory arthritis and suspicion of Continue ICI therapy
instrumental ADL metastatic lesions or septic arthritis = Start prednisone or equivalent 10-20 mg/day and consider higher
Consider ANCA and imaging (PET—CT) for dosage (0.5 mg/kgfday) if no improvement
refractory PMR Consider intra-articular CSs if mono- or oligoarthritis
o - Response: progressively taper CSs
Mo response: consider hydroxychloroquine, sulfasalazine, methotrexate
(consider IL-6R or TNF-a inhibitor if no clinical improvement)
Myositis [IV, A]:©
= Withhold ICI therapy
= Start prednisone at 0.5-1 ma/kg/day or equivalent
= Response: progressively taper CSs
= Mo response: if severe disease,” consider methotrexate, azathioprine
MMF, tacrolimus or IL-6R inhibitor; consider TNF-a inhibitor if fasci
with or without eosinophilia
7 (" Inflammatory arthritis-PMR [1V, A]:
= As for grade 2, but temporarily withhold ICI therapy
. . . Refer to rheumatologist Myaositis [IV, A]:
Grade 3: SEVere pain. stiffness and/or —P> Assessments and investigations as for With _Old ICI tnerapy . .
weakness limiting self-care ADL grades 1 and 2 Consider hospitalisation and start prednisone at 1 mg/kg/day or
equivalent and i.v. pulses of methylprednisolone (2 mg/kg or higher)
+= IVIG = plasma exchange in life-threatening manifestations
~ -~ Treat response or no response as for grade 2
~y r
. Inflammatory arthritis-PMR [1V, A]:
Refer to r“‘?“ma‘_ﬂ"’g'ﬂ = Withhold ICI therapy and consider IL-6R inhibitor (preferred) or
Grade 4: life-threatening consequences _’> Assessmentgsr:ggslqvgﬁgg;tluns as for TNF-a inhibitor if no response to prednisone 0.5 mg/kg/day
Myositis [IV, A]:
= As for grade 3
- .




EULAR points to consider for the diagnosis and
management of rheumatic immune-related adverse
events due to cancer immunotherapy with
checkpoint inhibitors

Marie Kostine @ ," Axel Finckh @ ,* Clifton O Bingham 3rd,’ Karen Visser,*
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Cindy Rusthoven,"* Lone Thomasen, " Shahin Jamal,'® Aurélien Marabelle,"”
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Immune-Related Adverse Events by Immune Checkpoint
Inhibitors Significantly Predict Durable Efficacy Even in
Responders with Advanced Non-Small Cell Lung Cancer

Hiroaki Axamatsu @, Eriko Murakani,® Jun Ovanac,”™ Ryota SHiBaki,” TakaHiro Kaki,® Erl Takase,” Masanor Tanaka,®

YuHer HaruTam,® Mao Yamacata,” Yuka Oxkupa,” Katsuvuki FuruTta,® Taxkeva SucimoTo,” SHumsuke TErRAaokA,® ATsusHn Havara,®
Marorn Tokupome,® YuicHi Ozawa,” Keita Mcm,b YasuHiro Kod,” NMosuvuki YamamorTo™

*Internal Medicine I, Wakayama Medical University, Wakayama City, Wakayama, Japan; BClinical Trial Management Department,

Shizuoka Cancer Center, Shizuoka, Japan
Discloswures of potential conflicts of interest rmay be found at the end of this article.

Key Words. Immune-related adwverse event = Immune checkpoint inhibitor = Predictive marker
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Immune-Related Adverse Events as Cliical Biomarkers in
Patients with Metastatc Renal Cell Carcinoma Treated with
Immine Checkpointlnhibitors
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wvariable

model = O35 = PFS3S
HR (95 %CIl) OS

corticosteroids peak dose 40mg
80vs40mg

160vs40mg

second—line imMmmmMunosuppression no
ves

sex male
female

age 5 years
autoimmune disease no
ves

ECOG PS 0-1
2—4

lactate dehydrogenase normal
elevated

stage I, M1a & M1b
M1c

M1d

therapy anti-PD-1
anti-PD-1 + anti-CTLA-4

colitis no
yves

hepatitis no
ves

602

423
179

359
243

602

574
28

56

377
225

152
228
222

201
401

407
195

403
199

MSS

reference
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referance
1.34 (0.99—1.82)

reference
0.79 (0.60—1.03)

1.09 (1.03—1.15)

reference
1.41 (0.82—2.42)

reference
1.54 (1.05—-2.27)

referance
1.61 (1.23—2.10)

reference
0.97 (0.69—1.36)
1.06 (0.75—1.51)

reference
0.84 (0.62—1.14)
reference
0.99 (0.72—1.36)

reference
1.12 (0.83—1.52)

hazard ratio (95 %CIl)

0.5

il

favorable

unfavorable
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2 UUTTEPACUATIKA....

Nal oTn xoprynon avoooBeparreiag oe aocBeveic ye ndN autodvooo voonua.

AVTIJETWTTION TNG TUXOV UTTOTPOTING N TG AVOCOETTAYWHEVNG AVETTIOUUNTNG
uE NTTa Bepartreia.

2.UvNOwcg d¢ev gival avaykaia n xprjon BioAoyikou TTapayovTa.

H xapnAr d6on KopTIKOEIOOUG KAl HEBOTPECATNG ETTITPETTEI TNV OUVEXION
Qvoo00ePATTEING OTOUC aO0BEVEIC JE OYKOAOYIKO vOONUa .






