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AITIA MPOZEAEYZHX

AvOpac 63 €TV TTAPATIEUTTIETAl ATTO TOLC BEPATTOVTEC
OYKOAOYOULC YIO apPBPITI6a YOVATWY AUPOTEQOTTAELPC
KAl EKTTTGON TNS MULIKNC 1I0XVOC TV KATW AKOWV

+* ASEVOKAPKIVGUA TTVELUOVA

» avoooBepareia (pemprolizumab) amo 9/2017 €wc 6/2018



ATOMIKO IZTOPIKO

Xrepaviaia vooog (PTCA kai Stenting)
= Y10 acetylsalicylic acid

Ev 100 BaBel pAePOBPOUPRWON (TTEO 2unvou)
» [ToooTEONKE rivaroxaban

“Mpwnv kamvioTNe (70 pys, stop 2006)



KAINIKH EZETAZH

% AlN=132/89mmHg, SatO2=99%, Lp=69/min, 6=ATTLPETOC

+ MLOOKEAETIKO: apBpitiba yovarwyv (6e§ia >> apioTtepa) , poikn 1I0X0OG
4/5

“ Mn wnNAaPNTOI TTEQIPEPIKOI AEPPAEEVES
S Afpua: XwpPIic e€avonua
*Kapbia: ST, S2 puBuIKOI, ELKPIVEIC

% KolAia: paAakn), eutmieoTtn, avwduvn, N YNAAPnTA NTTAE KAl OTTANVAG,

NXO! TTAPOVTEG

% AVATTIVELOTIKO CLOTNUA: AVATTV. YIBVLEICUA OUOTIUO AUPOTELOTTAELOA



AIEPEYNHZH A2OENOYz 1

EZETAZH TIMH METPHZHX

EAEMXOZ NMPQTEINQN

FENIKH AIMATOX

RF <10.60
WBC 11.300 o3 199
Hct 35,4 ca e
Hgb 11,6 ANOZOAIATNQETIKOE EAEMXOS
PLT 254.000 ANA 1160
BIOXHMIKOZ EAETXOZ 5 ANCA ApvrTKd
ol 2 C-ANCA ApvnTIKG
Sl o Anti-CCP IgG ApvnTIKG
AST 20 Anti-SSA (Ro) ApvnTIKG
ALT 22 Anti-SSB (La) ApvnTiKG
ClFLS — AMA ApvnTika
AEIKTEEZ ®AETMONHE ASMA ApvrTKd
ESR 73
CRP 4

EAEMXOZ NAAOIMQAH
Wright - Coombs ApvnTIK)



AIEPEYNHZH AZOENOYZ 2

« A/ YOVATWY : XWDPIC AANOIWTEIC
« ASLVaIa TTAPAKEVTNONG (ANWN AVTITINKTIKNG Ay®YNS)

« HMI : AuTOpaTn SPaCTNEIOTNTA TTOOCHOIOL KVNUIAIOL
6e€1a KAl yaoTpokvNuiov 6e€ld ——— MoooiTiba



AIAOOPIKH AIATNQ2H
ApBpiTida kal MuoaiTida

Paraneo blot

GADBS  Zicd Titin SOX1 Rec

La Co Tr
0 ++ 0 0 0 0 0 (]

> [NapaveoTTAQoUATIKN EKSNAON?

Hu Yo Ri Ma2Ta CV2 Amp

[+] 0 ] (]

0 0
|
“PNS12 0732

Myo blot
> I_IpCOTO £UCPOVI§(’)“ gvo OUTO(’]VO O_O .2 La f:i Ro52  0J EJ PL12 PL7 SI:P Jo-1  PM75 PM100 Ku  SAE1 NXMDAS Tl):g Mi-2b Mr(-}Za

|
MYO 4/ 19094 ] |

P 1 |

> AVETIOLUNTN EVEQYEIQ AVOOOBEOATTEIAC?

Rheumatic irAE Rheumatic disease

comparator

Similarities to rheumatic
disease

Inflammatory arthritis RA *Can cause erosive disease

* Many patients with similar joint
distribution (MCPs, PlJs, wrists
and knees)

Inflammatory

Dermatomyositis,
myopathy

polymyositis and
immune-mediated
necrotizing myopathy

*Range of creatine kinase is
10100 I/ {upper limit of
normal)

* Biopsy results are consistent
with dermatomyositis,
polymyositis or
immune-mediated necrotizing
myopathy

= Can have myasthenia with
myositis

Differences from rheumatic
disease

* Tendon involvement more
prominent early in course of
disease

* Early erosions

*RF and CCP often negative

* Not female-predominant

= Classic dermatomyositis
rash rare

*» Response to intravenous
immunoglobulin maybe less
effectivein irAE

Calabrese LH, Calabrese C, Cappelli LC (2018) Rheumatic immune-related adverse events from
cancer immunotherapy. Nature Reviews Rheumatology 14:569-579



MHXANIZMOZz APAzZHZ PEMBROLIZUMAB
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Cappelli LC, Shah AA, Bingham CO Ill. Immune-related adverse effects of cancer immunotherapy — Implications for rheumatology.
Rheum Dis Clin N Am 2017; 43:65.



IMMUNE - RELATED ADVERSE EVENTS (irAEs)

Meurological and/for ocular

* Uveitis * Guillain—Barré

* Neuropathy syndrome

* Demyelination  * Myasthenia gravis

Sicca syndrome Folymyalgia rheumatica

Cardiac Endocrine « H et

o ypophysitis
* Myocarditis * Hyperthyroidism * Hypothyroidism
* Arrhythmia * Insulin-dependent
diabetes
Vasculitis
Sarcoidosis

Gastrointestinal
and/or hepatic
» Colitis

* Hepatitis

* Pancreatitis

Pulmonary
* Pneumonitis

Inflammatory Renal
arthritis * Acute interstitial nephritis
Myositis Scleroderma

Dermatological

* Pruritis * Psoriasis
= Dermatitis  » Sweet's syndrome L] Nen-rheumatic irAEs
= Vitiligo = Bullous pemphigoid O] Rheumatic irAEs

Calabrese LH, Calabrese C, Cappelli LC (2018) Rheumatic immune-related adverse events from cancer immunotherapy.
Nature Reviews Rheumatology 14:569-579



MOANOI MAGOIENETIKOI MHXANIZMOI
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Increasing T-cell activity against
antigens that are present in tumors
and healthy tissue

Increasing level of
inflammatory cytokines
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Postow MA, Sidlow R, Hellmann MD (2018) Immune-Related Adverse Events Associated with Immune Checkpoint Blockade.
New England Journal of Medicine 378:158-168




Management of inflammatory arthritis

Grading

Management

All grades

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

G2: Moderate pam associated with signs
of inflammation, erythema, or joint

swelling, limiting mstrumental ADL

G3—4: Severe pain associated with signs
of inflammation, erythema, or joint
swelling; irreversible joint damage;

disabling: limiting self-care ADL

Clinicians should follow reports of new joint pain to determine whether inflammatory arthritis is present; question

whether symptom new since recerving ICP1

Continue ICP1

Initiate analgesia with acetaminophen and/or NSAIDs

Hold ICP1 and resume upon symptom control and on prednisone < 10 mg/d

Escalate analgesia and consider higher doses of NSAIDS as needed

If inadequately controlled, initiate predmisone or prednisolone 10-20 mg/d or equivalent for 46 weeks

If improvement, slow taper according to response during the next 4-6 weeks; if no improvement after mitial 4-6
weeks, treat as G3

If unable to lower corticosteroid dose to < 10 mg/d after 3 months, consider DMARD

Consider infra-articular corticosteroid injections for large jomnts Referral to rheumatology

Hold ICP1 temporarily and may resume in consultation with theumatology, if recover to G1 or less
Initiate oral prednizone 0.5-1 mg/'kg
If failure of improvement after 4 weeks or worsening in meantime, consider synthetic or biologic DMARD
Synthetic: methotrexate, leflunomide
Biologic: consider anticytokine therapy such as TNF-o or IL-6 receptor inhibitors. (Note: As caution, IL-6 inhibition
can cause mtestinal perforation; while this 1s extremely rare, it should not be used n patients with colitis.)
Test for viral hepatitis B, C, and latent/active TB test prior to DMARD treatment

Referral to theumatology.

Brahmer JR, Lacchetti C, Schneider BJ, et al. Management of Immune-Related Adverse Events in Patients Treated
With Immune Checkpoint Inhibitor Therapy: American Society of Clinical Oncology Clinical Practice Guideline. J Clin

Oncol. 2018;36(17):1714-1768




Management of myositis

Grading

Management

G1: Mild weakness with or without pain

G2: Moderate weakness with or without
pain, limiting age-appropriate
instrumental ADL

G3—4: Severe weakness with or without

pain, limiting self-care ADL

Continue ICP1
If CK is elevated and patient has muscle weakness, may offer oral corticosteroids, and treat as G2

Offeranalgesia with acetammophen or NSAIDs ifthereare no contramdications

Hold ICPi temporarilyand may resume upon symptom control, if CKis normal and prednisone dose < 10 mg; 1f worsens,
treat as per G3

NSAIDs as needed

Referral to rtheumatologist or neurologist

If CK is elevated three times or more), initiate prednisone or equivalent at 0.5-1 mg/kg

May require permanent discontinuation of ICP1 in most patients with G2 symptoms and objective findings (elevated

enzymes, abnormal EMG, abnormal muscle MRI or biopsy)

Hold ICPi until G1 or less while off immune suppression and permanently discontinue 1f any evidence of myocardial
involvement

Consider hospitalization for severe weakness

Referral to rtheumatologist or neurologist

Initiate prednisone 1 mg/ke or equivalent. Consider 1-2 mg/kg of methylprednisolone IV or higher-dose bolus if
severe compromise (weakness severely limiting mobility, cardiac, respiratory, dysphagia)

Consider plasmapheresis

Consider IVIG therapy

Consider other immunosuppressant therapy, such as methotrexate, azathioprine, or mycophenolate mofetil, if
symptoms and CK levels do not improve or worsen after 46 weeks; rituximab 1s used in primary myositis but caution 1s

advised given its long biologic duration

Brahmer JR, Lacchetti C, Schneider BJ, et al. Management of Immune-Related Adverse Events in Patients Treated
With Immune Checkpoint Inhibitor Therapy: American Society of Clinical Oncology Clinical Practice Guideline. J Clin

Oncol. 2018;36(17):1714-1768



OEPAIEIA

1. [MpedviCoAdvn 20mg/day
2. MebBotpetarn 10mg/week



TAKE HOME MESSAGE

* Immune checkpoint inhibitors ——— IrAEs

« ATTAITEITAI CLVEPYAOIA PETAEL OYKOAOYWYV KAl

OELUATOAOY WV






