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2tnv Emoxn Tn¢ AvocoOeparmeiog...

T Cell tolerance
"Driving" an Immune Response

TCR: antigen- CD28: B7 CTLA4: BY
MHC PD-1: PD-L1

Signal 1 Signal 2 Blockade of Signal 2



Molog eiva otn B€on tou «odnyou »;




O avOpwmnivoc opyavVIoHOG Eival Evac OTTWC Kat N
LOTPLKA...




Toéikotnta AvoooBepamneiog: dStadpopeTikn...
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Toéikotnta AvoooBepaneiog

Know the immune-toxicity spectrum
Identify dysimunity risk factors
Infoerm patients and their healthcare providers

Resolution kinatic Baseline check-up
Relapse, recurrence i On-treatment follow-up
Immunosupprassion Off-ireatment follow-up

complications

- L

Baseline values = reference values

Eliminate progression

Symptomatic treatment .
Patient information
Discuss :

Ammunotherapy suspension 7
-Refer to organ specialist ?
<Corticosteroids ?

“Other immunosuppressive drugs ¥

Always consider dysimmune toxicities



factpevtepoAoyikn Toélkotnta

Qdopa

Juxvotnta
Baputnta-Enuttwoelg
Alootpwpatwon Kivduvou
Alwadopikn Atadyvwon
Awaxeiplon

Evbookomnnon kat MNaparmoprnn
Mpoyvwon

MpoAnyn



Dacpa Frotpevrepoloyilkng ToélkotTntog

«Aldppota»
KoAttida
Hratitda
Naykpeatitida

4



AvocoBepamneia kat Toéikotnta

v'H tofwotnta epdaviletot pe mpoPAETOUEVO XPOVO KoL TPOTIO
v'H tofiotnTta oXeTI(ETAL LE TNV AVTOTTOKPLON

v'H xprjon oTtepoeldwV OXETI(ETOL HE LELWHEV AVTATIOKPLON

v ATtolyOpEUOVTOL TOL AVOOOKOTOLOTOATLKA,

v’ ArtokAeiovtol ol 0.oBeveic pe yvwotr) avtoovooio



H lotpeviepoloyikn Toéikotnta dtadEpel avaioya
HE To €id0C¢ TNC avoooBepaneiog

Distribution of grade 1-2 IRAEs

= Distribution of grade 3-5 IRAEs
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Fig. 1 Distribution of mild and severe immune-related adverse evenits (irAEs) assodated with immune checkpoint inhibitor therapy. [Adapted from [88]]
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MetaavaAvon, 21 peAeteg, 11,454 acOeveic pe
kapkivo mou éAafav Immune Checkpoint Inhibitors

High Grade KoAitiéa : RR 5.85
High Grade Au§npévn AST : RR 2.73 20ykpwon PD-1/PDL-1 vs CTLA-4

Immune-related toxicities No.trials No.events Incidence, % (95% CI) Immune-related toxicities PD-1/PD-L1 inhibitors Relative Risk (95% CI) CTLA-4 inhibitors Relative Risk (95% CI) P
All- grade
All grade Colitis 3.36 (1.36-8.33) 113 (6.05-21.1) 0054
Colitis 16 I06/5442 23(1.3-3.9) AST 1.71 (1.01-2.80) 1.92 (0.04-3.03) 0.745
. o , Rash 159 (0.90-2.82) 3.04 (3.02-5.14) 0.006
AST 14 330/3855 6.5(3.3-124) Hrpothyroidism 5.05 (4.26-15.2) 464 (1.42-152) 0352
Rash 10 052/5777 13.9 (10.6-18.0) Pueumonitis 385(1.23-12.1) 111 (0.62-199.8) 0562
o _ . _ High-grade
Hypothyroidism 15 244/4622 51(3.8-6.8) Colitls 247 (0.90-6.72) 225 (637-79.4) 0021
Prneumonitis 15 119/4500 26 [20_3 ?) AST 1.26 (0.38-4.16) 5.06 (1.26-20.3) 0.168
Rash 0.91 (0.40-2.10) 355 (1.37-9.19) 0052
High grade Hypothyroidism 0.85 (0.25-2.84) 2.02 (0.39-10.5) 0421
Colitis 16 110/5442 15(09-25) Pnenmonitis 1.49 (0.80-2.79) 3.02 (0.12-74.0) 0.798
AST 14 04/3855 15(07-34)
Rash 18 50/5299 1.1(0.7-1.7)
Hypothyroidism 14 5/4144 0.3(02-0.5)
Pneumonitis 15 42/4599 1.1{0.7-1.7)

De Velasco, Cancer Immun Res 2017



ErmiénuioAdoyia

Hnatitda
-Single agent IPI, NIVO, PEMBRO: 5-10% (Gr 3 1-2%)
-Combo IPI+NIVO: 25-30% (Gr 3 15%)
KoAitiba

-CTLA4 27-54%
-H o ouyvn, n o coPapn, n o Bavn attia SLaKoT G
-Aldtpnon kot Bavatog!

-PD-11-2%
-Aooelg, cuvbuaopog, MZAQ

Naykpeatitidba
-2mavio!

-OxL AoV UMTWHATIKEG avénoelg amylase/lipase



immune-related Adverse Events
Xpovikn Epdavion-ipilimumab

Toxicity grade

B Rash, pruritis

A Liver toxicity

® Diarrhea, colitis
Hypophysitis

2 4 =1 8 10 12 14



immune-related Adverse Events

Xpoviki Epdavion-nivolumab

Skin (n = 155; 33%)

GI (n = 66; 14%)

Endocrine (n = 36; 8%)

Hepatic (n = 19; 43:)

Pulmonary (n = 9; 29:)

Renal (n = 8; 294)
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immune-related Adverse Events
Xpoviki Epdavion-nivolumab+ipilimumab

5.6 (0.1-55.0)

Skin (n=18) |

Skin (n=5)

Gastrointestinal (n=46) | |

Gastrointestinal (n=7)

Endocrine (n=15)

Endocrine (n=2)

Hepatic (n=60)

Hepatic (n=8)

Pulmonary (n=3)
Pulmonary (n=1)

Renal (n=6)

Renal (n=1)
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NIVO vs IPI adjuvant

Table 2. Adverse Events*

Nivolumab Ipilimumab
Event (N=452) (N=453)

Any Grade Grade 3 or 4 Any Grade Grade 3or4

number of patients with event (percent)

Any adverse event 438 (96.9) 115 (25.4) 446 (98.5) 250 (55.2)
Treatment-related adverse event} 385 (85.2) 65 (14.4) 434 (95.8) 208 (45.9)
Fatigue 156 (34.5) 2 (0.4) 149 (32.9) 4(0.9)
I Diarrhea 110 (24.3) 7 (1.5) 208 (45.9) 43 {9.5]'
Pruritus 105 (23.2) 0 152 (33.6) 5 (L1)
Rash 90 (19.9) 5 (1.1) 133 (29.4) 14 (3.0)
Nausea 68 (15.0) 1(02) 91 (20.1) 0
Arthralgia 57 (12.6) 1(0.2) 49 (10.8) 2 (0.4)
Asthenia 57 (12.6) 1(0.2) 53 (11.7) 4(0.9)
Hypothyroidism 49 (10.8) 1(0.2) 31 (6.8) 2(0.4)
Headache 44 (97) 1(02) 79 (17.4) 7 (15)
Abdominal pain 29 (6.4) 0 46 (10.2) 1(02)
[Tincrease in ALT level 28 (6.2) 5 (L1) 66 (14.6) 26 (5.7) |
Increase in AST level 25 (5.5) 2 (0.4) 60 (13.2) 19 (4.2)
Maculopapular rash 24 (5.3) 0 50 (11.0) 9 (2.0)
Hypophysitis 7 (L) 2 (0.4) 48 (10.6) 11 (2.4)
Pyrexia 7 (L5) 0 54 (11.9) 2(0.4)
Any adverse event leading to discontinuation 44 (9.7) 21 (4.6) 193 (42.6) 140 (30.9)
Treatment-related adverse event leading to discon- 35 (7.7) 16 (3.5) 189 (41.7) 136 (30.0)
tinuation

Checkmate 238, Weber NEIM 2017



Xpnon AvocoBeparneiac o aoBeveiC e avTOAVOOA VOGH AT
Zuotnuatikn avaokonnon: 124 aocBeveic, 13 IONE

Table 3. CPI-Related Adverse Events Reported in the Literature According to the Disease Activity of the Preexisting
Autoimmune Disease and the CPl Therapy Used

Variable Patients, n Adverse Event, n (%)*
Any Exacerbation De Novo
of Autocimmune irAE
Disease

Status of autoimmune disease at start of CPI therapyt
Active 49 33 (67) 23 (47) 16(33)
Inactive or stable 57 43(75) 30(53) 14(25)

Receiving any therapy for autcimmune disease at start
of CPl therapy#
Yes 44 26(59) 17 (39) 10(23)
No 57 47 (83) 33(58) 20(35)

Receiving immunosuppressive therapy for autoimmune
disease at start of CPl therapy

Yes 27 18 (67) 13 (48) 5(19)

MNo 74 55(74) 37 (50) 25(34)
CPI used

Ipilimumab 55 36 (66) 20 (36) 23(42)

Anti-PD-1 or anti-PD-L1 agent 65 53(82) 40 (62) 17 (26)

Combination of ipilimumab and nivolumab 3 3(100) 1(33) 2(67)

CP| = checkpoint inhibitor; irAE = immune-related adverse event; PD-1 = programmed cell death 1; PD-L1 = programmed cell death ligand-1.
* Percentages are rounded to the nearest whole number.

T Reported in 106 patients.

I Reported in 101 patients.

Abdel-Wahab, Ann Intern Med 2018



Xpnon anti PD-1 Ogpamneioc o€ LOTOPLKO QLUTOOVOGLOLG

e 119 AcBeveic pe peAdvwpa PLE LOTOPLKO autoavooiag 1 irAES pe
ipilimumab mou €éAapav anti-PD-1 Oepamneia

* lotopkod avtoavooiog (N =52)

-Avtanokpion 33%

-E€apon avtoavooou voonpatocg 38%

-IONE 6 acBeveig, bev umtotpomniaocav

4% Siexkopav Beparmeia apxLlkd, 8% TeALKA AOyw Kot AAAwV irAEs
* lotoplko mponyoupevnc AnPng ipilimumab kat irAEs (N=67)
-Avtanokpion 40%

-34% irAEs (vea)

-12% 6iekopav Beparmeia

Menzies, Ann Oncol 2017



faotpevtepkn ToSkoTNTA

CTCAE Grading Scale
Awappora/KoAitida Qc4 4-6 KEVWOELC, >6 KEVWOEL;  AmelAntikl Oadvatog
KEVWOEL UYpPA <24 wpEeG Ailpa ywa tn {wn

OxLvoonAeia  KotAlako aAyog
OxL ADL Yypa >24 wpeg

enintwon NoonAsia
ADL snintwon

XoAegpuBpivn Q¢ X1.5 X1.5-X3 X3-X10 >X10
AST/ALT Q¢ X2.5 X2.5-X5 X5-X20 >X20
AABoupivn 0O¢3 2-3 <2



A Clinician’s Guide to Managing Immune-Related
AEs: An Interactive Algorithm Tool

Managing Immune-Related Adverse Events: An Interactive

Algorithm Tool CLINICAL CARE OPTIONS ®

ONCOL

Expert Insight
Patient Summaw Hc:ld therapy; treat symptomatically as for grade 1; check C. difficile titres and stool
cultures

Which organ system is affected? Follow-up: Resume therapy if symptoms improve to = grade 1
* (Gasfrointestinal (colitis, diarrhea)

If symptoms persist > 5 days or recur:

-Initiate 0.5-1.0 mg/kg/day methylprednisolone or oral equivalent

-When symptoms improve to = grade 1, taper steroids over = 1 month, consider
prophylactic antibiotics and resume therapy (dose of steroids should be = 10

mg/day of prednisone or equivalent before restarting therapy)

What grade is the diarrhea or colitis?
* Grade 2

Response

How do you plan to manage this symptom?
* Unsure

If symptoms worsen or persist for =3 days with oral steroids: treat ag grade 3/4

Comments: Patients receiving = 4-6 wks of steroids require Pneumocystis carinii
prophylaxis. Patients on IV steroids may be switched to an eguivalent dose of oral
coricosteroids (eg, prednisone) at start of tapering or earlier, once sustained clinical
improvement is established. Lower bioavailability of oral corticosteroids should be
considered when switching.




Ektipnon tn¢ Baputntac

6 months Caution Urgency

Eninedo avénonc (onpavtikn)
E¢EALEN oTo XpOvo (taxeia)

Iktepog!
Baseline nmartikn Bloxnueia, baseline HBV, HCV

fime

. 'Evdelén nrnatiknc BAAPN¢ (kippwon, nratonadeia)




Oéeia Hratikn Aventapkeio!

Table 3
King's College Criteria for transplantation in acute liver failure

Nonacetaminophen Cases Acetaminophen Cases

INR >6.5 (PT >100 s) or any 3 of the following: Arterial pH <7.3 or any 1 of the following:
Idiosyncratic drugfindeterminant Stage lI/IV encephalopathy
Age <10 or >40 y Serum creatinine >3.4 mg/dL
Acute/subacute presentation INR >6.5 (PT >100 s)

Serum bilirubin >17.5 mg/dL
INR >3.5 (PT >505)

EvkepalonaOeia!
Napdtaon PT!




/ up to 1-2 mg/kg/d

Azathioprin-intolerance

l

Second-line therapy
{usually MMF)

Autoimmune Hepatitis
EASL Guidelines 2015

AlH

}

/ 0.5-1 mg/kg/d predniso(lo)jne

Good response

!

Add azathioprine gradually

|

Taper stercids (ideally trial of
steroid withdrawal)

~

Insufficient response

S

Consider
non-compliance

h

Increase to

100 mg prednisolone i.v.

Y

r

Consider
altemative diagnoses

l

Manage
alternative disease

Response

Insufficient response

l

Individualize doses (consider checking B-TG levels)
to achieve and maintain normal ALT and IgG

Refer to specialist centre for confirmation of diagnosis,
LTX-evaluation and/or alternative immunosuppressives

MMF w¢ evaAAaktiki emttAoyn thg alaBonpivng, podi pe otepoeldn, oxL taxeia dpaon




Gl irAEs: 6Layvwon HE OTIELKOVLOTIKA LEOQ;

* ATIELKOVLOTIKOC €Aey)OC o€ iktepO!
e Jmnavia Boyia ATATOC

e KoAittda kat CT

e KoAitda kat PET

e KoAttida evéookomiki dtayvwon!
-eTtifePfaiwon

-€KTOLON
-Baputnta evbookoTikwv PAaBwv

-Aqn Boywv
-amokAelopocg C Diff, CMV, Aolpwénc




EVOAAOKTLKEC ALOLYVWOELC;

Hratitba
*  AAKOOA
Qadpuaka
* Kapkivog
* Ingn
*  Nolpwdelg Hratitdeg
* XoAnboxoAlBiaon
 Autwdec Hmap
lotopLko-kAwvikn e€€taon
Hrtatikn enapkela!
loi
AvoooAoyiLko¢ EAeyxoc
ATTEIKOVIOTIKOG EAEYXOC
Bioyia nratog

KoAttiba
-C Difficile
-CMV
-EVTEPLKEC AOLUWEELC
-ongn
-bappaka
-oTEATOPPOLA
-OKPATELQ
lotopiko-kAwvikn eéetaon
Oéeia KotAia!
Eéetaoeic konpavwyv (kaAAiepyeiec, C Diff)
KaAnpotektivn
Evbookortnon ue Bioyisc
CMV avooototoxnueio



Gastrointestinal Immune-Related AE Management
Algorithm

Grade of Diarrhea/Colitis
(NCI CTCAE v4)

Grade 1
Diarrhea: < 4 stools/day over baseline Colitis:
asymptomatic

Grade 2
Diarrhea: 4-6 stools/day over baseline; IV
fluids indicated < 24 hrs;
not interfering with ADL
Colitis: abdominal pain, blood in stool

Management Follow-up

Grade 3/4

Diarrhea (G3): > 7 stools/day over baseline,

incontinence; IV fluids > 24 hrs; interfering

with ADL
Colitis (G3): severe abdominal pain; medical
intervention indicated,
peritoneal signs
G4: life threatening, perforation




EAkwONC KoAitida
Ta&wvopnon Baputntog

Truelove and Witts Severity Index*




EAkwSNG KoAitida
Evéookorikn Taéwvopnon Baputntog

Endoscopic Severity of Disease

0 = NORMAL 1=MILD 2= MODERATE 3 =SEVERE

an
* Marked erythema + Marked erythema

* Mo friability or
granularity + Decreased « Absent vascular + Absent vascular
* Intact vascular vascular pattern markings
pattern pattern * Friability + Granularity
* Mild friability + Erosions « Friability
+ Spontaneous
bleeding

+ Ulcerations

de Chambrun GP, et al. Nat Rev Gastroenferol Hepatol. 2010;7:15-29.




Oécia Bapeta koAitida, Hugpa 1

~-EVNUEPWON XELPOUPYOU, VOONAEUTPLAC VIO OTOULEG

-SLtakor GoPUAKWY AVILOLOPPOLKWY, OVTLXOALVEPYLKWY, OTILOELO WV,
MZAO®

-KaAALEpYELEC KoTtpavwy, C Diff, CMV

-TipoeToLpacia yia Beparneia 21 ypappnc pe infliximab: HBV, TBC
-olypoeldbookonnon pe Blodiec xwpic npostolpaocia
-evOopAEPBLA oTEPOELON

-Yypa kot nAektpoAutec (K, Mg)

-H.X.M.B.

-OPEMTLKN UTTOOTAPLEN (EVTEPLIKA>TIOPEVTEPLKNA)

-AvtiBiwon (Aolpwén, peyakoAo, POEYXELPNTLKA)

-oUVOUALOUOC e TOTILKN Bepareia

-puetayyioelg 8-10 yp apodatpivn



H evbookonnon otnv ofcio cofapn kKoAitida
(> 6 KEVWOELC ME alipal KOl GUOTNHATIKA ToStkoTNnTAO)

-Kivéuvoc dlatpnong

-To 1° 24wpo, 1 €0TW VWPLC

-OpBootypoelbooKkomnon apKei

-Xwplg mpoetolpacia

-Me eAaylotn epduvonon aEpa

-Me gAdyLotn we KBOAoU KATAOTOAN

-Xwpic avaotpodr oto opBoO

-Me AqPn BoPwyv, kKupiwc yat amokAelopo CMV emhoipwéng



Oéceia Bapela koAitida, MapakoAouOnon

e KAWLk mapakoAoubnon:

-ApLOUOC KEVWOEWY, allpa

->Pputelg, Bepuokpaoia, kolhtakn evaoBnoia R dAyoc

e Epyaotnplakn mopakoAovudnon

-CRP

-Aktwvoypadio Koliag (dLapetpog maxeoc, kompava, vnoldec)



MpoyvwoTtikoi SeiKTEC

, * Ano Caprilli NCPGH 2007
® KAwwkol

Table 1 Factors predicting outcome in patients with severe ulcerative colitis.

-0 PLOUOC KEVWOEWV

Factor References
_ Kp L.[r’] p LOL TW Clinilf:al and Id:lmratu-ry features
Impaired consciousness Jalan 196917
- AKthOAOVlKOi Pulse =120 beats per minute Lennard-Jones 197519
Fever >38°C Lennard-Jones 197519
- 6 I_C'l'[aO' I'] T[aXé (@) q EVTE' p ou Intestinal sounds <5 per minute Lennard-Jones 197519
, , , Serum albumin <3g/100ml Lennard-Jones 197519
'Vn GL&EC BAEVVOVOVO U, E L)\EOC Metabolic alkalosis (pH >7.5; HCO4~ =32mmoal/l)  Caprilli 1975-1 9802022
Electrolyte imbalance (Ca®* <2 mmol/l; Caprilli 1975-198020-22
= M R I ClI- <95mmol/l; K* <2.5 mmol/T)
’ C-reactive protein concentration =45mg/ Travis 19964
® E pvamn p LOLKOL Plain abdominal X-ray features
’ Mucosal islands Lennard-Jones 197519
- C R P’ Ka}\np OTEKTLV n Colonic dilatation Lennard-Jones 197519
_ A)\B ou |J(V n Deep colonic l.-llcerallionsl - Lennlal-'d—Jones 197519
Small-bowel distension (impending megacolon)  Caprilli 19762% Chew 19912°
® Evbookomukoi Endoscopic features
Deep colonic ulcerations Buckell 19803

Carbonnel 200031



Evéookorika svpnpata Ipi-related KoAitidac

Distribution of lesions

Rectal sparing 4/8 (50%)
Left-colitis 8/8 (100%)
Right colitis™ 5/5 (100%)
Pattern of involvement
Continuous 4/8 (50%)
Patchy lesions 4/8 (50%)
Type of lesions
Loss of vascular pattern 6/8 (75%)
Erythema 6/8 (75%)
Ulceration 6/8 (75%)
Apthae/erosions 4/8 (50%)
Deep ulcers 4/8 (50%)
Friability 2/8 (25%)

*Only patients with macroscopically evident inflammation in endoscopy are
included; **Only patients with a full colonoscopy are included.

Bamias, Cancer Investigation 2017



KoAitida tov oxetiletar pe anti PD-1 Ogpansia

FIGURE 3 | Colitis associated with PD-1 blockade. (A,B) High resolution
photograph of the colon from a patient with moderate to severe colitis
associated with PD-1 blockade (A) or a patient with biopsy confirmed
PD-1-blockade-associated microscopic colitis (B).




OxL povo to noXvL €vtepo!

FIGURE 4 | Upper gastrointestinal manifestations of checkpoint blockade.
(A,B) High resolution photograph of the stomach (A) or the duodenum (B)
from a patient with severe checkpoint blockade-associated gastritis (A) or
enteritis (B).




‘EAKN otnv Evéookomnnon

 Toa BaBla €Akn oxetilovtal pe
QUENUEVO KivOUVO KOAEKTOMNAG
otnv ofela coBapn EAkwoN
KoAltba
Carbonnel, Dig Dis Sci 1994

* 114 aoBeveic oc ipilimumab
« 16 Gr 2 diappola
 Meyala €Akn o€ 8 aoBeveic:
-avtoxn o€ otepoeldn (7)

-avaykn xpnong infliximab (7)
Jain, WIG 2017




lotoAoywka Euprjpata ir-koAitidog

Anti-CTLA4
-O¢cia KoOALTLO
-Ouvdetepodida, ewotvodpiia
-Aldyuta i EoTLaKA
-IONE xopaKknpLOTIKA
-Kokkiwpata
-Baolk} MAQCULATOKUTIAPWON
-Alatapoyn OPXLTEKTOVIKAG KPUTTTWYV "

Anti-PD-1
-O¢cia KoAitida
-Kpuntika pikpoomootnuatio
-Atpodia
-Anontwon
-Nepdokutraptkn KoAitida




KAwvikn enavektipnon tnv 3" nuépa
(ocuotApata MPOYyvVwWwoNC TNC amoTu)Xio ot OTEPOELON)

 O&bopbn, Travis e JKWwTla, Ho
Ho Ind
PPV 85% awv: o
Day 3-5 assessment Score
'>8 KEVWOE l.q Mean stool frequency <4 0
4<6 1
-3-8 kevwoelc+CRP>45mg/L 610 2
Colonic dilatation Present 4
Hypoalbuminaemia <30 g/L 1

Total score 0-1: Low risk of steroid failure (11%)
Total score 2-3: Intermediate risk of steroid failure (45%)
Total score =4: High risk of steroid failure (85%)

OpLOKEC AVTATTIOKPLOELG: TO YKPL Elval pio anoxpwon Tou pavpou (oxtL tou Asukou!)




Off label Evtatikormtoinpévn Xopnynon Infliximab otnv
Oécia ZoBapn EAkwdNn KoAitida

Induction Dosing of IFX in Severe Ulcerative Colitis

5 mg/kg body weight IFX week 0, 2, 6 then q 8 weeks 24

10 mg/kg body weight IFX week 0, 2, 6 then g 8 weeks 5

5 mg/kg with flexible timing of doses 7
10 mg/kg with flexible timing of doses 18
Initial 10, then 5 mg/kg at week 2,6 7
Initial 5, use 10 at week 2 if not doing well 25
Other 14

L] I I T T

O 5 10 156 20 2
Percent

Agv unapyxel epnelpia otnv immune related koAitidéa: ocuvOwg 1 §6on IFX 5 mg/kg




Vedolizumab

Vedolizumab
mechanism of action
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Inflammatory cytokines (IL-17,
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Vedolizumab eAkvotikni emtAoyn AOyw eViEPOEKAEKTIKAC

OVOOOKOTOOTOANG

Vedolizumab

7 a.0Beveic (6 pe LETAOTATIKO HEAQVW QL)

Koptikoeédptnon N LEPLKN AVTOXN OE OTEPOELON

Table 2 Immune checkpomt mhibitor nduced e nierocolitis claracteristcs and ve doleumab ther apy

Caseno. Days w0 onet of dia Maximal Other Response  Previous Inflamm stion Days from  Predmso-  Vedole umab therapy
rhea dizarthes Imumune tocortcos  nfl imab ente ool lone dose
—_— gpradke . mlaed teronds the rapy s orset ol ved
from the from the . Acc. Acc. he Dwing Nurmber Side Days from
. . CTCAE 4 alverse vedoli ol zumab v
st ICPT last 1CP events endoscopy  tology sunh qant (mg/ (M) of infu eflects start o
nfusion mnfusion s1ons steroud- free
starl day )
remission
1 B 16 i Dependent  No Mild Mild 86 0 W0 2 No 52
2 H) 1 3 Partially No Moder ate Moderae 82 100 a0 2 No 53
e frac
tory
i = 25 i Parally No Moder ate Moderae v . L1 1 No .
el
tory and
depend
enl
] &S 22 3 Dependent  No Moderate  Severe 61 p. 1] M0 2 No §7
5 = n 2 Rash, rgis  Pamially No Moderate  Mild hel 40 0 2 No 65
el
tory and
depend
enl
3 A 9 2 Dependent  No Mild Mild 16 10 M 1 No 56
! 292 11 i Dependent Yes Moderate  Sewer 51 160 L ) No 92

ICPHmmune checkpoint inhibitor, CTCAE 4 Common Termmology Cnteria for

*Receivad vadolizumab prophy ksctically pnor © ipilimumab

Advere Events verdon 4.0 [24)
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IRAES:
2uvetn Xpnon Ztepoeldwv

Aev xpelalovtal oe GRADE 1

Otav n GRADE 2 6gv umtoywpel, LETA Ao GUVTOUN OVALLOV

OxtL avafoAn xopriynong yLa tnv oAoOKANpwon Tou eAEyXoU

XapunAgg 6ooelc kal Boudeoovidn oe mia vooo; OxL utoBeparmeia!
Switch oral to iv oe amotuyia!

YynAEc booelc og Bapld vooo (voonAeuopevog aoBevic): min 40 mg
Tapering og oxfnuato 8 eBdopadwyv

Entavévapén avoocoBepareiog av kpivetal anapaitnto oe 600l < 10 mg
npedviloAovng

MpodUAan yia Aotpwéelg, ooteomevia, dStafntn, vmeEptaon



NpoAnyn

 Alawta;
-OxL mpoAnmuiki! (QutikeEg iveg, Aaktoln)
* Boudeoovién
-DB-RTC apvntikn
Weber, Clin Cancer Res 2009
*  AMWOGCQALKUALKQ;

AmntoteAeopatikn o€ KoAitida armod nivolumab;
Kubo, Clin Gastroenterol Hepatol 2017

*  AvTLOTIKA, TTPOBLOTIKA
Movo o€ ONMTLKEG/ UKPOPLOKEC ETLITAOKEC
* Buodeikteg
-1L-17
Callahan, JCO 2011
-ewowodlAla;
Schindler, JCO 2014

*  Evnuépwon, eknaidevon, mpwtokoAAa draxeiplong toflkotTnTag



ZUMTEPAOoHATO-MTPOOTTIKEC

ToélkoTnTA OTIAVLOTEPN KOl NTTLOTEPN MEAAOVTIKA
Alyotepec voonAeieg, Alyotepec napamounéec, Ayotepec o iec
Ytoxeupevn dtadoptkn Stayvwaon, EAEYXOC ATTOKAELOUOU

Ytepoeldn otov KatdAAnAo aoBevr), otnv KatdAAnAn 66on, otov
KATaAAANAo XpoOvo

Juvepyaoieg pe AANECG ELOLKOTNTEC OE TIPOPRANOTIKA TIEPLOTATLKA
ETAEYLEVN AVOOOKATOOTOAN

Artoduyn Bvntotntag mpwIloTA

Artopuyn KOAEKTOUNAC

MeTapooXeEUON AMATOC AVUTIOPKTN OUCLOOTIKA BeparmeuTikn erthoyn



O XeLpoupyoc Onw¢ tov OEAOUE...
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