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O aoBeviig tiBeta og 1 ypappung Ospaneia pe Pembrolizumab

08/2022
TEN pe o€V KOWALOKO AAYOG LE CUVOSEC QLUOPPAYLKEG SLAPPOLKEC
KEVWOELC, ELMUPETO, ANMWAELX CWHATIKOU BAPOUG

v NopakAikog EAeyxoc : avénon detktwv GAEYHOVAG,
AEUKOKUTTAPWON HE MOAUHOPPOTTUPNVLIKO TUTIO, UTIOKOALOLLLOL

v" A£OVIKN KOLALAG : ELKOVOL PAEYHOVIG TOU TTOXEOG EVTEPOU
v KaAMEPYELEC aipatog , oUPWV , KOMPAVWVY —
v" NopoottoAOYLIK) KOMPAVWV —

v C.dif - ,CMV -



Evapén EUMELPLKNAG aAVTLLKPOBLAKAS aywyn¢ HE oupodAoaoivn /petpovidaloAn

‘Evapén KopTikooTtePOELOWV ME iv ueOUATpedVI{oAdvn 1 mg/kg

Meploxec pe duoLOAOYLKO

EAKwTIKA KOALTLOQ EAKwTIKA eelTLOQ ,
BAevvoyovo

I2TOAOI'IKH EEETAXH

Sulnepuao; ALLOIOGELS eVepYOU EVIEPOKOMTIONS L1E 16TOAOYIKE Japaxmpiatika ov BupiCowy vogo Cron.



The role of 10 in cancer care

he promise of immunotherapy

* Durable response

** Long term survival l:

" Improved tolerability siae st

" Optimizing durable tumor control

“* Cure ?

= Improved QoL ‘=4’

The role of 10 in cancer care

Unresectable
stagelll

Early stages

Mono or Combos Mono as Mono consolidation or
consolidation Combos induction



To&wkotnta avoooBepareiog

EVOOKPLVLKEG

Mvevpovag

Hypophysitis

Ipilimumab (anti-CTLA-4)
All grades: 4%

Hyperglycemia

+ BMS-936559 (anti-PD-L1)
Grade 3 or4: 1%

+ MPDL3280A (anti-PD-L1)
Grade 3 or 4: 7% (Melanoma)

Pneumonitis

Nivolumab (anti-PD-1)

Grade 3 or 4: 2% (Non-small
cell lung cancer)

Liver Damage

( MPDL3280A (anti-PD-L1)

Grade 3 or 4: 7% (Melanoma)
MK-3475 (anti-PD-1)
All Grades: 9% (Melanoma)
Tremelimumab (anti-CTLA-4)
Grade 3 or 4: 6% (Gastric)
CP-870,893 (anti-CD40)
Grade 3 or 4: 7% (Solid tumour)
& BMS-663513 (anti-CD137)

Colitis

(" MK-3475 (anti-PD-1)

Grade 3 or 4: 1% (Melanoma)

Ipilimumab (anti-CTLA-4)

All Grades: 7.6%: grade 3: 5.3% (Melanoma)

Tremelimumab (anti-CTLA-4)
Grade 1: 4.3% (Colorectal)

k Grade 3 or 4: 9% (Non-smali cell lung cancer)

Pruritis

BMS-936559 (anti-PD-L1)

All Grades: 6%

MK-3475 (anti-PD-1)

All Grades: 21%; grade 3 or 4: 1% (Melanoma)
Tremelimumab (anti-CTLA-4)

Grade 1: 6.4% (Colorectal)

All Grades: 31%; grade 3 or 4: 1% (Melanoma)
Ipilimumab (anti-CTLA-4)

All Grades: 24.4% (Melanoma)

vitiligo

BMS-936559 (anti-PD-L1)

All Grades: 2%

MK-3475 (anti-PD-1)

All Grades: 9% (Melanoma)
\ Ipilimumab (anti-CTLA-4)

All Grades: 2.3% (Melanoma)

Rash

BMS-936559 (anti-PD-L1)

All Grades: 7%

MK-3475 (anti-PD-1)

All Grades: 21%; grade 3 or 4: 2% (Melanoma)
Tremelimumab (anti-CTLA-4)

Grade 1: 8.5% (Colorectal)

All Grades: 33%; grade 3 or 4: 2% (Melanoma)
Ipilimumab (anti-CTLA-4)

All Grades: 19.1%; grade 3: 0.8% (Melanoma)

Lymphopenia

BMS-936559 (anti-PD-L1)
Grade 3 or4: 1%

CP-870,893 (anti-CD40)
Grade 3 or 4: 38% (Solid tumour)

Diarrhoea

BMS-936559 (anti-PD-L1) \
All Grades: 9%
MK-3475 (anti-PD-1)
All grades: 20%; grade 3 or 4: 1% (Melanoma)
Nivolumab (anti-PD-1)
All grades: 11%; grade 3 or 4: 2% (Melanoma)
Ipilimumab (anti-CTLA-4)
All Grades: 27.5%; grade 3: 4.6% (Melanoma)
Grade 3 or 4: 21% (Renal carcinoma)
Tremelimumab (anti-CTLA-4)
Grade 2: 6.4%; grade 3: 10.6% (Colorectal)

Grade 3 or 4: 6% (Gastric)
All Grades: 51%: grade 3 or 4: 18% (Melanoma)

Cytokine Release Syndrome

CP-870,893 (anti-CD40)
Dacetuzmumab (anti-CD40)

Nentiko

Aéppa

NeUPOAOYLKEC



H toélkoTnTa QIO TO MEMTIKO ELVAL OTTO TLG TILO COBOPEC

Diarrhea and colitis are

dThe most common irAEs leading to discontinuation
of treatment with ICI

dThe cause of death in0.6%-1% patients in
melanoma phase lll trials

dAmong the most frequent causes of treatment-

related deaths in patients with cancer treated
with ICI

Annals of Oncology 2017;28:2377-
85 Immunotherapy

2015;7:1213-27 J Clin Oncol
2015;33:3193-8



Original Research

Immune-related adverse events predict the therapeutic )
efficacy of anti—PD-1 antibodies in cancer patients

J. Rogado “, J.M. Sanchez-Torres “, N. Romero-Laorden “,

A.L Ballesteros *, V. Pacheco-Barcia ?, A. Ramos-Levi °, R. Arranz ©,
A. Lorenzo °, P. Gullon " 0, Donnay “, M. Adrados °, P. Costas “,
J. Aspa ', A. Alfranca ¢, R. Mondéjar “, R. Colomer **

Conclusion: Gl-irAEs are associated with improved
OS and PFS in patients with metastatic melanoma.
Furthermore, higher grades of diarrhea are
associated

with even better patients’ 0OS rates.

Cancer Immunology, Immunotherapy
https://doi.org/10.1007/500262-019-02303-1

ORIGINAL ARTICLE
@CrossMark

Immune checkpoint inhibitor-induced colitis as a predictor of survival
in metastatic melanoma

Hamzah Abu-Sbeih’ - Faisal S. Ali' - Wei Qiao? - Yang Lu? - Sapna Patel* - Adi Diab* - Yinghong Wang'




ALOlyVWOTIKN Kol OEPOATTIEVTLKN TTPOCEYYLON



Gastrointestinal toxicity - Definitions

Grading of diarrhea/colitis

Grade 1 Grade 2 Grade 3 Grade 4
Diarrhea | Mild Moderate Severe Life-threatening
< 4 bowel 4-6 bowel > 7 bowel Life threatening
actions per day | actions perday | actions per day | consequences, urgent
over baseline over baseline over baseline intervention indicated
Colitis Objective evidence of intestinal inflammation (endoscopy, radiology, histology).

Abdominal pain usually present. Usually G3-G4 diarrhea.

Common Terminology Criteria for Adverse Events (CTCAE) version 4.0



Step 1
Differential Diagnosis

Estimation of Severity
Prevention of complications

Exclude Infectious Causes of diarrhea/colitis

stool cultures, O & P R
Cl difficile toxin N
Bowel perforation ~

Rule out emergencies/ Check for “alarming signs”

Dehydration
Bloody diarrhea
Perforation (Fever, Peritoneal signs, Pain)

CT scan

Use endoscopy cautiously

Pros (confirm colitis, exclude CMV) - z:‘p_.. '
Cons (risk for complications) e

CMYV colitis




EvO0OKOTILKA XAPAKTNPLOTIKA

TOmog EAxwydovg KoAitiSag
Zuvexoueveg BAdBeg
EpuvBpoétnta
AmwAela Staypa@ng ayyeiwv
EvBpuntommta

TVmog vosov Crohn
Eotiakn mpoooAn
dvoloroyiko opBo
EAxkwTtikég BAGPBeg (apBeg, €EAkn)

~

[IpocBoAr) aploTEPOV KOAOL GE OAES TIG
TEPITITWOELG
=
Apkeln opBootypoeldookoTn o YIX
emiBePfaiwon Stayvwong

< >




Step 2
Treatment with steroids

Evaluation of response
Prompt “rescue” therapy

CORTICOSTEROIDS
(mild moderate that persists or severe)

Mild to Moderate
0.5-1mg/kg* methylprednisolone p.o.

Severe
——

1-2mg/kg* methylprednisolone i.v.
0

Evaluate response to corticosteroids on day 3

Responders: taper steroids over at
least one month

Start “rescue” therapy in non-responders

Start infliximab (anti-TNF)
5 mg/kg* i.v. infusion or vedolizumab
300mg i.v. infusion

Repeat at 2 & 6 wks as needed



Step 3

Follow-up of toxicity
Oncologic therapy

CONTINUE
Grade 1 — IMMUNOTHERAPY
DELAY
Grade 2 — IMMUNOTHERAPY
STOP
Grade 3-4 — IMMUNOTHERAPY




JUUTTEPACLOLTOL

OL avaoTOAELG TNG AELTOVPYLOG TWV AVOGOAOYIKWYV O UELWV
EAEYXOL TTPOKAAOVV TOSIKOTNTA OTO TMEMTIKO CVUOTNUX

AmapaitnTn n £yKaipn avayvwpLon TwV GUVOPOUWY KAL)
ETLOETIKY] AVTIUETWTILOT TOVG

ZUVEPYAOLO LATPWV SLOPOPETIKWV ELCIKOTNTWV

Rechallenge avocobepameiag



