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AAnupato: KAwika, nOuka ko VOuLKa.

MpodLabetel n AapBavopevn Bepaneia otn EpPAvVION TOU KOPKIVOU;
ZUMHETEXEL OTNV UTTOTPOTIN TOU KAPKIVOU;
‘ExeL diapopetikn e€€EAén o kapkivoc o aoBOevn pe IONE;

ol A

Ennpealel n Ospaneia tov kKapkivou tnv mopeia tng IONE;



MpokAnon

* H Ogpancia twv acBevwv pe IONE kot LOTOPLKO KapPKivou.

Beaugerie L: Management of inflammatory bowel disease patients with a cancer history. Curr Drug Targets 2014; 15: 1042-1048.



Avtippnoeilc OykoAoywv

* JUOTHVOUV MTPOOWELVA i LOVLHN SLAKOTI) AVOOOKOTALOTOANC.
* MARPN¢ anodpuyn aVvoGOKATOLGTOANC.

* Mati?
* Emdeivwon kapkivou.
* Auénpévoc Kivbuvog:
* YITOTPOMNAC KAPKIVOU.
e Avantuénc vEou KapKivou.

Beaugerie L. Inflammatory bowel disease therapies and cancer risk: where are we and where are we going? Gut 2012;61:476-83.
Dasari BV, McBrearty A, Gardiner K. Imnmunosuppression in patients with Crohn's disease and neoplasia: an ongoing clinical dilemma. Dis Colon Rectum 2012;55:1008-11.



Evotaoelc FlaoctpeviepoAoywv

* Alakonn BOepameiag N untoBepaneia.
* Auénpévoc kivouvog untotpornng IONE.
* Kakn mowotnta {wng.
* Mpoodeutika emidewvoupuevn BAaBn.
* Mn avaotpePipun avannpio.



NapadoxeC

* H IONE anoteAel xpovia vnotponalovoa ¢pAsypovn.
* H avoookataotoAn eivat anoteAecpotikn Ospaneia tng IONE.
* Neotepa 66OMEVA GUOTAVOUV MTPWLKN ELOCAYWYH OVOOOKOTOOTOANC.

Colombel JF, Sandborn WJ, Reinisch W, et al. Infliximab, azathioprine, or combination therapy for Crohn’s disease. N Engl J Med 2010;362:1383-95.

Panccione R, Ghosh S, Middleton S, et al. Infliximab, azathioprine, or infliximab plus azathioprine for treatment of moderate to severe ulcerative colitis: the UC success trial. Gastroenterology 2011;140:5134-S.



NapadoxeC

* OL agBeveic Kot yratpol Oswpolv TNV LVOGOKOTOOTOAR WG
duvntiko mapayovta avénpEvou Kivduvou epdavionc n
UTTOTPOTING KOPKivVou.



Kapkivog kat acBeveic pe IONE

* H emimtwon tov Kapkivou avéavetal HE TNV avénon tou
NPOCdOKLUOV eMIBilwonc.

*1,6-2 EKATOMMUUPLA VEWV TTEPLITTWOEWV KOPKIVOU aVaLEVOVTOLL
etnoiwc otic HMNA.

* NeOTAQLOLEC EVTEPLKEC KOl EEWEVTEPLKEC OLTIO TLC KUPLOTEPEC
oitiec Oavatou otoug HECNALKEC Kat UTTEPNALKEC acOeveic pe
IONE.

Siegel R, Naishadham D, Jemal A. Cancer statistics, 2013. CA Cancer J Clin 2013;63:11-30.



N£oc¢ KapKivoc 1] UTOTPOTNH

* N€o¢ KapKivoc.
* N€oc kapkivoc tou Ldiov opyavou.
* Kapkivoc dtadopetikov opyavou.
* YLOTPOTIN OPXLKOU KOLPKIVOU.
e Tomukn.
* Meployikn.
* Metaotatiki

Hemminki K, Li X, Sundquist J, Sundquist K:Cancer risks in Crohn disease patients. Ann Oncol 2009; 20: 574-580
Beaugerie L, Carrat F, Colombel JF, et al: Risk of new or recurrent cancer under immunosuppressive therapy in patients with IBD and previous cancer. Gut 2014; 63: 1416-1423..



AvoookataotoAn Kot Kivduvoc epdavionc n
UTTOTPOTINC KOLPKIVOU

Thiopurines Methotrexate Anti-TNF

agents

EBV-related lymphomas 11 I +/- No?
Non-melanoma skin

cancers TT No No?
Melanomas No? No T
Urinary tract cancers T No No
Colorectal cancers No or | No No or |?
Breast cancers No No No
Overall risk of cancer T T +/- No

Beaugerie L: Management of inflammatory bowel disease patients with a cancer history. Curr Drug Targets 2014; 15: 1042-1048.
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AvoookataotoAn Kot Kivduvoc epdavionc n
UTTOTPOTINC KOLPKIVOU

Thiopurines Methotrexate Anti-TNF
agents

EBV-related lymphomas 11 I +/- No?

Non-melanoma skin

cancers TT No
Melanomas No? No
Urinary tract cancers T No

Colorectal cancers No or | No No or 1?
Breast cancers No No No
Overall risk of cancer T T +/- No

Beaugerie L: Management of inflammatory bowel disease patients with a cancer history. Curr Drug Targets 2014; 15: 1042-1048.



KatevBuvtnplec odnyleg

e ATTOUGLOL GUVOLLVETLKWYV KATEVOUVTAPLWV 0ONYLWV OXETLKA ME TN
Sraxeiplon twv acBevwv pe IODNE pe LOTOPLKO KapPKivou.

* APKETEC YVWHOOOTNOELC EUTTELPOYVWHOVWYV YLa TO OERa aUTO EXOUV
dnpooievBei mpocdarta.

* Atoucia Ospamnevutikol aAyopLlOpou oTn OVILHETWLON TWV
oloOsvwWV HE LOTOPLKO KAPKIVOU.

* Mpocdata ano tnv ECCO: European Evidence-based Consensus:
Inflammatory Bowel Disease and Malignancies 2015

Annese V, Beaugerie L, Egan L, et al. European evidence-based consensus: inflammatory bowel disease and malignancies. J Crohns Colitis 2015;9:945-965.



KatevBuvtnplec odnyleg

e KAwvika 6edopéva avoooKaTaoToOANC 0 HEAETEC MAPATPNONG OE
acOeveic pe pevpatoeldn apOpitida Kot AGOEVELC LE PLETANOOXEVON
CUMTTAYWV OPYAVWV.

* ATOKAELOMOC ACOEVWV ATTO TUXOLLOTTOLNLEVEC EAEYXOHEVEC LEAETEC
acOevwyv pe evepyo KAKONOELAL 1 LE LOTOPLKO KAPKIVOU TNV
teAevutaia 5-€tia.

* ATtoucia TTPOOTTIKWVY TUXOLOTIOLNUEVWYV HEAETWV OE OLUTOV TOV
£L61KO MAnBuouO.

Annese V, Beaugerie L, Egan L, et al. European evidence-based consensus: inflammatory bowel disease and malignancies. J Crohns Colitis 2015;9:945-965.



To mapAadelypo TWV HETOLHOOXEVMEVWV OLlGOEVWV

* OL aoOeveic PE HETOHOOXEVOELC OPYAVWV OITOTEAOUV TNV OAdA HE
TNV TILO £VTOVI QVOOOKATOOTOATLKNA aywyn.



Kivduvoc urtotpomnng KapKivou o€ lGOEVELG LE LOTOPLKO KOPKIVOU
o€ AQMTeC VEPPLKOU LOCXEUHMATOC UTTO OLVOCOKATOOTOAN.

Kivéuvocg Opyavo/ Tunog KapKivou
XapnAoc <10% AGUUTTTWHOTIKOG KapKivog vedppou
Nepdpwpa
Opxewg
TpaxnAou pfitpog
Oupeoeldol¢
Evéiaueococg 11-25% MnATpac
Noax€og evtépou

MNpootatn
Maotou
YynAoc >25% Oupodoxou KUOTNG
ZAPKWHOL
MeAavwpa ,Mn HLEAQAVWHOTIKOC KOPKIVOG SEPUATOC

MNoAAarmAoUv MuéAwpa
ZUUMTWHOTIKOG KapKivog vedpou

Penn I. The effect of immunosuppression on pre-existing cancers. Transplantation 1993;55:742-7.



Kivduvoc vEou KapKivou i UTTOTPOTING KAPKLVOU UTIO
ovoookataotaAtikn Oepaneia o aoBeveic IONE kat LoTtopLlko
Kapkivou: peAetn CESAME

* MMOAUKEVTPLKN, TTPOOTTIKN MEAETN KOOPTNAC.

* Edv untapxeL cuvdeon epdavionc VEOU KOPKIVOU ] UTOTPOTING KOLPKIVOU UE N
Xwpic avoocokataotoAn o€ acOeveic pe IONE ( pn HLETOHOOXEVOEVTEC
ocOeveic);

* 2J0voAo 17047 acBeveic IONE, 405 aocOeveic IODNE pe LoTOPLKO KOPKivOu.
* EAafav avoookataotoAn (Bstonoupiveg, pedotpeéatn, anti-TNF).

* AvaAuon tTnC UNMTOOUAOOC LE LOTOPLKO KAPKLVOU UTTO OVOOOKOTOOTAATLKN
aywyn 6&ev epdpavioe avénEvo Kivouvo VEOU KOPKIVOU 1} UTTOTPOTIAG
KOpKivou.

Beaugerie L, Carrat F, Colombel JF, et al: Risk of new or recurrent cancer under immunosuppressive therapy in patients with IBD and previous cancer. Gut 2014; 63: 1416-1423.



Kivduvoc VEOU ] UTTOTPOTIAC KOPKIVOU UTTO OLVOGOKOLTOL-
otaAtikn Oepaneia o acBeveic IONE kat LotopLko
Kapkivou: peAetn CESAME
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Beaugerie L, et al. 622 Risk of subsequent cancer under immunosuppressive therapy in patients with inflammatory bowel disease and prior cancer: data from the CESAME prospective observational cohort.
Gastroenterology 2012;142:S-122.



AIlyOTEPN VOO OKATOAOTOAN — TTEPICOOTEPN
XEIPOUpPYIKN BepaTtreia oe aocOeveic IODNE pe
ECWEVTEPIKO KAPKIVO.
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Rajca S, Seksik P, Bourrier A, et al: Impact of the diagnosis and treatment of cancer on the course of inflammatory bowel disease. J Crohns Colitis 2014; 8: 819-824.



Ermidoyn Bepamneiac: MpoyvwoTiKol mMopayovieC oTh
vooo Crohn.

KaAol mpoyvwoTtikol mapAyovTEC

* HAwkior>40 Twv.

* EOTLOKN M EKTETOUEVN VOOOC.

* Makpac SLapKeLOG VOO OC.

* MponynBeioca xetpoupyikn Oepaneia.

* AUENUEVN KOWVWVLIKOOLKOVOMLKN KATAoToon.



Ermidoyn Bepamneiac: MpoyvwoTiKol mMopayovieC oTh
vooo Crohn.

Kakoi mpoyvwoTtiKoL mopAayovTEeC
* Neapn nAwia

* EtAeokoAwkn evtomnion (L3)

e Alatitpaivovoa voooc (B3)

* MPWKTLKA VOOOC

* MePLTPWKTLKA VOOOC

e Kanviopa

-BpayumnpoBeoiia, n EVEPYOTNTA TG VOGOU TA TPONYOUHEVA XPOVLA OITOTEAEL TOV
KUPLOTEPO MOpAyovTa ou KaBopilel TNV KAWVIKA MOPELA TNG VOOOU.



Ermidoyn Bepamneiac: MpoyvwoTiKol mMopayovieC oTh
EAkwdNn KoAttida.

KaAol mpoyvwoTtikol mapAyovTEC
* JKWANKOELOEKTOMN

* Kanviopa

* MNepLopLopévn vooog oto opbo



Ermidoyn Bepamneiac: MpoyvwoTiKol mMopayovieC oTh
EAkwdNn KoAttida.

Kakoi mpoyvwoTtiKoL mopAayovTEeC

o AKPOLEC NALKIEC

* Tuvawkeio pUAo

e EkTETOEVN KOALTLOA (taykoAitida)

-H mopeia tnc vooou dev gival mpoPBAEP LN

-H gvepydtnta TNG VOOOU TO TPONYOULEVA XPOVLA OITOTEAEL TOV KUPLOTEPO
TP AyovTo Tov KotBoplleL TNV KALWVIKN TOPELA TNC VOOOU.



1° kprtnpo enmthoyng: Ektipnon Kwwduvou umnotpomnng

* QuoLKN LoTopPLa TOU TPONYOUEVOU KaPKivou.

* Opyavo otoxo¢ (LOoTOC, OUPOTIOLNTLKO).

e 2tadlomoinon.

* loTtoAOYyLKOG TUTTOG.

* Mpoyvwon.

* OEPATIEVTLKN EKTIKNON OYKOAOYOU.

e XpOvoC ato To MEPAC TNG OEPATTEUTIKAC OLVTLHETWITLONG TOU
KOLPKivou.

* ATTOKAELOMOC 2°Y KapKivou (AavBavouca popdn).



JUMUITAYELC OYKOL ITPO KOPOLOKNC LETOHOOXEUONC

* [pOUETANOOXEVTIKOG EAEYXOC apouaioc AavOavouvoac veormmAaciag
* 67 umtoPndloL aocbeveic petapooxevonc kopdrac (HEonc nAwkiog 53
€1n)
* Kapkwikoi deiktec (PSA,CEA kAn)
* Afovikn Topoypadio Owpakog, KOLALOG
 Maotoypadia
* Evtormuion 10 kapkivwyv (8 acBeveic >54 £1n)

V. M. Conraads et al. Sceening for solid organ malignancies prior to heart transplantation Transplantation 2001,71;10: 1481-1497



2° kprtnplo emtdoync: Ektipnon Baputntog IONE

* Evepyotnta vOooOU

* KAwtvikn eikova

* CRP, Awuoowpatpivn, @eppitivn, KaAnpotektivn Konpavwyv

* EvbooKortikn Elkova
* Moviuec BAaBec nentikouU

* Evéookorika eupnuata (OCTeVwoeLg, cupiyyla)

* ATELKOVIOTIKO eupnuata (OTEVWOELS , ouplyyla, arootiuata)
* Moviuec avatoutkec BAaBec

* AKpatela

e JUvépoLuo Bpaxewc evtEpou



Ermidoyn aywync otoug acBeveig IONE pe
LOTOPLKO KAPKIVOU

o AAAEC OEPATIEUTIKECG ETILAOYEC
* AvayKn HoKpoxpovioG Oeparneiac kapkivou
BpoXU OTEVWTLKO THAHA XELPOUPYLKNA EKTOUN

* JoBapnc popPng voooc moxEoC, AEMToU EVIEPOU, MPWKTOU, AUENMUEVN
CRP, un avtamokpLlon o€ KOPTIKOGTEPOELON
lotopko kapkivou >10 €tn anti-TNF+0slonoupiveg



Metaotatiko¢ kapkivog kat evepyoc IONE pe pn
eAEYyXOMEVA COBOPA CUMTTTWHOTO

* Mowotnta {wnc armoteAel mpotepALOTNTA.
* Koptikootepoeldn kat odnyiec dratpodpnc.
* MOavn xpnion anti-TNF mapayoviwv.
* KaAn avoyn infliximab o€ acOeveic pe npoxwpnuévo Kapkivo oe
dtadopa opyava xwpic epdavi e€EALEN TOU KOPKIvou.
* Atouoia onueiwv emdeivwong ano tnv xpnon infliximab oe acBeveic
HE KOPKLVO TTAYKPEATOC TEALKOU otadiou Kat Kaxeéia.

Brown ER, et al. A clinical study assessing the tolerability and biological effects of infliximab, a TNF-alpha inhibitor, in patients with advanced cancer. Ann Oncol. 2008;19:1340-6.



EMUTTWOELG AVTIVEOTTAAGUATIKAC AYWYNC OTNH
duowkn wotopia tnc IONE

e Avadpopikn HeEAETN.

* 84 aocBeveic pe IONE (NC, EK), 1993-2011.

e JUMTTOYN EEWEVTEPLKO KAPKiVO.

* Aywyn: KUTTAapPOTOoELKN XNUELOOEpamneia, OpLOVLIKH, CUVOUOGHO
e MeA€tn:

1. 'Ydeon IONE unto avtiveonmAQOHOTIKN AyWwyn OTOUC Ll0OEVELC UE
evepyo IONE.

2. Xpovog evepyornoinon tn¢ IONE otouc aacOeveic e avevepyo
IONE.

Axelrad JE, Fowler SA, Friedman S, et al. Effects of cancer treatment on inflammatory bowel disease remission and reactivation. Clin Gastroenterol Hepatol 2012;10:1021-7 el.



Ydeon IONE urto avilvEOMAQOMOTIKA AyWYN GTOUG
acOeveic pe evepyo IONE.

* 10 aocBeveic pe evepyo vooo IONE (67,7%) mapouvciacav Udeon NG
IONE kot TV SLAPKELOC TNC OLVTIVEOTIAQOHATIKAG AYWYNG:.

* 5 acBeveic Aappavav KuttapotoLkn xnUeloBepaneia
* 1 ao0evnc oppovikn Oeparmeia
* 4 acOeveic cUVOUAOHO KUTTAPOTOELKNC XNUELOOEpAmEeiLa Kot
OPUOVLKAC.
* 5 acOeveic pe evepyo vooo IONE tou dev mapouvciacav Udeon
AappBavav:
* Oppovikn Bepaneia.

Axelrad JE, Fowler SA, Friedman S, et al. Effects of cancer treatment on inflammatory bowel disease remission and reactivation. Clin Gastroenterol Hepatol 2012;10:1021-7 el.



Ydeon IONE urto avilvEOMAQOMOTIKA AyWYN GTOUG
acOeveic pe evepyo IONE.

* Méooc xpovoc drapkeiac vdeonc; 27 uveg (6-102 puRveg)
* 3 aoBeveic vntotponn (6takonn vdeonc)
* OUVOUAOMO KUTTOPOTOELKAC XNHELODEPATELQ KOL OPLOVLKAC.

Axelrad JE, Fowler SA, Friedman S, et al. Effects of cancer treatment on inflammatory bowel disease remission and reactivation. Clin Gastroenterol Hepatol 2012;10:1021-7 el.



Avevepyoc voooc IONE mapapovn og Upeon UNO
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Axelrad JE, Fowler SA, Friedman S, et al. Effects of cancer treatment on inflammatory bowel disease remission and reactivation. Clin Gastroenterol Hepatol 2012;10:1021-7 el.



EMMTWOELC AVTIVEOTTAOLGHATIKAC AYyWYNC OTN
duowkn Lotopia ko Oeparneio IONE

* Emuntpoo0etn puedotofikotnta xnpuetobepaneiog, Ostonovpivwv Kar/n
neBotpegatng.
* Auénpévog kKivouvoc vrtotpomnn¢ tnG IONE kot i LETA OPUOVLIKN
Bepameia Kapkivou.
 Kivouvog untotponic tng IONE koAitidac pe xpion:
* Docetaxel yia kapkivo pootou.
e Ipilimumab ywa peAdvwpa.
* Sunitinib kaut sorafenib yia kapkivo vedpouv.

Axelrad JE, et al. Effects of cancer treatment on inflammatory bowel disease remission and reactivation. Clin Gastroenterol Hepatol 2012;10:1021-7 el

A.T. Lalos et al. Case of Fulminant Colitis After Docetaxel Therapy for Breast Carcinoma in a Patient With Underlying Ulcerative ColitisAm J Gastroenterol 104: 2651-2652
Kimberly E. Beck, et al. Enterocolitis in Patients With Cancer After Antibody Blockade of Cytotoxic T-Lymphocyte—Associated Antigen 4 J Clin Oncol. 2006 20; 24(15): 2283-2289
Y. Loriot et al.Acute exacerbation of hemorrhagic rectocolitis during antiangiogenic therapy with sunitinib and sorafenib. Ann Oncol (2008) 19 (11): 1975.



Ermidoyn aywync otoug acBeveig IONE pe
LOTOPLKO KAPKIVOU

* [10TE KOl TILO AVOOCOKATACTAATIKO PAPLAKO;



AcdaAela avoooKATOOTOANC LETA OTTOTEAECHOTLKN
OLVTLULETWTILON KOPKLVOU

Table 8. Summary of CRA recommendations regarding treatment with traditional and biologic disease-modifying antirheumatic drugs (DMARD) in rheuma-
toid arthritis (RA) patients with malignancy (Recommendations 10-13).

Option Use with Caution Use with Caution
(risk unknown/ (some evidence
no evidence) of increased risk)
Active malignancy, recetving cancer
chemotherapy/radiation. * ¥ *
History of malignancy
Lymphoma Sulfasalazine, hydroxychloroquine, rituximab Abatacept, toctlizumab Methotrexate, anti-TNF
Nonmelanoma skin cancer Methotrexate, leflunomide, sulfasalazine, Abatacept, rituximab, toctlizumab Anti-TNF
hydroxychloroquine
Solid tumor Methotrexate, leflunomide, sulfasalazine, Abatacept, rituximab, toctlizumab Anti-TNF (melanoma)
hydroxychloroquine

* Treatment decisions should be made on a case-by-case basis in conjunction with a cancer specialist and the patient. Anti-TNF: anti-tumor necrosis factor.

Bombardier C, Hazlewood GS, Akhavan P, et al: Canadian rheumatology association recommendations for the pharmacological management of rheumatoid arthritis with traditional and biologic disease-modifying antirheumatic drugs: part 1l safety. J Rheumatol
2012; 39: 1583-1602.



AcdaAela avoooKATOOTOANC LETA OTTOTEAECHOTLKN
OLVTLULETWTILON KOPKLVOU

Table 8. Summary of CRA recommendations regarding treatment with traditional and biologic disease-modifying antirheumatic drugs (DMARD) in rheuma-
toid arthritis (RA) patients with malignancy (Recommendations 10-13).

Option Use with Caution Use with Caution
(risk unknown/ (some evidence
no evidence) of increased risk)
Active malignancy, recetving fancer
chemotherapy/radiation. * ¥ *
History of malignancy
Lymphoma Sulfasalazine, hydroxychloroquine, rituximab Abatacept, toctlizumab Methotrexate, anti-TNF
Nonmelanoma skin cancer Methotrexate, leflunomide, sulfasalazine, Abatacept, rituximab, toctlizumab Anti-TNF
hydroxychloroquine
Solid tumor Methotrexate, leflunomide, sulfasalazing, Abatacept, rituximab, toctlizumab Ant1i-TNF (melanoma)
hydroxychloroquine

* Treatment decisions should be made on a caSe=ss=casabesis in conjunction with a cancer specialist and the patient. Anti-TNF: anti-tumor necrosis factor.

Bombardier C, Hazlewood GS, Akhavan P, et al: Canadian rheumatology association recommendations for the pharmacological management of rheumatoid arthritis with traditional and biologic disease-modifying antirheumatic drugs: part 1l safety. J Rheumatol
2012; 39: 1583-1602.



AC@PAAEIO OVOOOKATAOOTOANG META
OTTOTEAECUATIKN AVTIMETWITION KOPKIVOU

Table 8. Summary of CRA recommendations regarding treatment with traditional and biologic disease-modifying antirheumatic drugs (DMARD) in rheuma-
toid arthritis (RA) patients with malignancy (Recommendations 10-13).

Use with Caution
(some evidence
of increased risk)

Option Use with Caution
(risk unknown/
no evidence)

Active malignancy, recetving cancer

chemotherapy/radiation. * ¥
History of malignancy
Lymphoma Sulfasalazine, hydroxychloroquine, rituximab Abatacept, toctlizumab Methotrexate, anti-TNF
Nonmelanoma skin cancer Methotrexate, leflunomide, sulfasalazine, Abatacept, rituximab, toctlizumay Anti-TNF
hydroxychloroquine
Solid tumor Methotrexate, leflunomide, sulfasalazine, Abatacept, rituximab, toctlizumab Anti-TNF (melanoma)
hydroxychloroquine

* Treatment decisions should be made on a case-by-case basis in conjunction with a cancer specialist and the patient. Anti-TNF: anti-tumor necrosis factor.

Bombardier C, Hazlewood GS, Akhavan P, et al: Canadian rheumatology association recommendations for the pharmacological management of rheumatoid arthritis with traditional and biologic disease-modifying antirheumatic drugs: part 1l safety. J Rheumatol
2012; 39: 1583-1602.



AcPaAEC XPOVIKO HLACTNHOL OLVOOOKOATOGTOANG
META OTTOTEAEGLOATIKY) OLVTLULETWTITLON KOPKIVOU

2012 American College of Rheumatology Recommendations Update for use of Biologics in Patients Otherwise Qualifying for the Rheumatoid Arthritis
Treatment with a History of Hepatitis, Malignancy, or Congestive Heart Failure

Comorbidity/Clinical Circumsitance Recommended Noit Recommended Level of Evidence

Hepatitis

Hepatitis C Etanercept

Untreated chronic Hepatitis B or with treated chronic Hepatitis B with Child-Pugh? Class B and higher Any biologic c
Malignancy

I'reated solid malignancy =5 vears ago or treated non-melanoma skin cancer = 5 years ago Any biologic C

Treated solid malignancy within the last 5 yvears or treated non-melanoma skin cancer within the last 5 ;«'eurs"‘ Rituximab c

Treated skin melanoma~ Rituximab c

Treated lymphoproliferative malignancy Rituximab C
Congestive Heart Failure (CHF)

NYHA class LTV and with ejection fraction 50% or less. Anti-TNF biologic c

For definitions and key terms, please refer to Table 2
NYHA. New York Heart Association
Iherapy defined as anti-viral regimen deemed appropriate by expert in liver diseases

>
“The Child-Pugh classification liver disease scoring system is based upon the presence of albumin, ascites, total bilirubin, prothrombin time. and encephalopathy. Patients with a score of 10 or more (in the
Class C category) have a prognosis with l-year survival being about 50%. Patients with Class A or B have a better prognosis of 5 years, with a survival rate of 70-80% (12).

little is known about the effects of biologic therapy on solid cancers treated within the past 5 vears. due to exclusion of these patients from most randomized controlled trials

MNYHA 111 = Patients with cardiac disease resulting in marked limitation of physical activity. They are comfortable at rest. Less than ordinary physical activity causes fatigue. palpitation, dyvspnea, or
anginal pain. NYHA I'V = Patient with cardiac disease resulting in inability to carry out any physical activity without discomfort. Symptoms of cardiac insufficiency or of anginal syndrome may be present

even at rest. If any physical activity is undertaken, discomfort is increased (13).

Singh JA, Furst DE, Bharat A, et al: 2012 update of the 2008 American college of rheumatology recommendations for the use of disease- modifying antirheumatic drugs and biologic agents in the treatment of rheumatoid
arthritis. Arthritis Care Res (Hoboken) 2012; 64: 625-639.



AcPaAEC XPOVIKO HLACTNHOL OLVOOOKOATOGTOANG
META OTTOTEAEGLOATIKY) OLVTLULETWTITLON KOPKIVOU

2012 American College of Rheumatology Recommendations Update for use of Biologics in Patients Otherwise Qualifying for the Rheumatoid Arthritis

Treatment with a History of Hepatitis, Malignancy, or Congestive Heart Failure

Comorbidity/Clinical Circumsitance Recommended Noit Recommended Level of Evidence

Hepa titis

Etanercept C
Untreated chronic Hepatitis B or with treated chronic Hepatitis B with Child-Pugh? Class B and Any biologic c
Malignancy
I'reated solid malignancy =5 vears ago or treated non-melanoma skin cancer = 5 years ago Any biologic C
Treated solid malignancy within the last 5 years or treated non-melanoma skin cancer within the last 5 year: Rituximab C
Treated skin melanoma~ Rituximab c
Treated lymphoproliferative malignancy Rituximab C
stive Heart Failure (CHE)

Anti-TNF biologic C

NYHA class

For definitions and key terms, please refer to Table 2
NYHA. New York Heart Association
Iherapy defined as anti-viral regimen deemed appropriate by expert in liver diseases
>
“The Child-Pugh classification liver disease scoring system is based upon the presence of albumin, ascites, total bilirubin, prothrombin time. and encephalopathy. Patients with a score of 10 or more (in the
Class C category) have a prognosis with l-year survival being about 50%. Patients with Class A or B have a better prognosis of 5 years, with a survival rate of 70-80% (12).

little is known about the effects of biologic therapy on solid cancers treated within the past 5 vears. due to exclusion of these patients from most randomized controlled trials

MNYHA 111 = Patients with cardiac disease resulting in marked limitation of physical activity. They are comfortable at rest. Less than ordinary physical activity causes fatigue. palpitation, dyvspnea, or
anginal pain. NYHA I'V = Patient with cardiac disease resulting in inability to carry out any physical activity without discomfort. Symptoms of cardiac insufficiency or of anginal syndrome may be present

even at rest. If any physical activity is undertaken, discomfort is increased (13).

Singh JA, Furst DE, Bharat A, et al: 2012 update of the 2008 American college of rheumatology recommendations for the use of disease- modifying antirheumatic drugs and biologic agents in the treatment of rheumatoid
arthritis. Arthritis Care Res (Hoboken) 2012; 64: 625-639.



AcPaAEC oXNUO AVOGOKOTAOTOANG HETA
OLTTOTEAECMOTLK OVTLHETWTILON KA PKIVOU

2012 American College of Rheumatology Recommendations Update for use of Biolog cs in Patien s Otherwise Qualifying for the Rheumatoid Arthritis

Treatment with a History of Hepatitis, Malignancy, or Congestive Heart Failure

Comorbidity/Clinical Circumsitance Recommended Noit Recommended Level of Evidence

Hepatitis

Hepatitis C Etanercept

Untreated chronic Hepatitis B or with treated chronic Hepatitis B with Child-Pugh? Class B and higher 4 ny biologic c
Malignancy

I'reated solid malignancy =5 vears ago or treated non-melanoma skin cancer = 5 years ago Any biologic C

Treated solid malignancy within the last 5 years or treated non-melanoma skin cancer within the last 5 yea s Rituximab C

Treated skin melanoma~ Rituximab c

Treated lymphoproliferative malignancy Rituximab C
Congestive Heart Failure (CHF)

NYHA class LTV and with ejection fraction 50% or less. Anti-TNF biologic c

For definitions and key terms, please refer to Table 2
NYHA. New York Heart Association
Iherapy defined as anti-viral regimen deemed appropriate by expert in liver diseases

>
“The Child-Pugh classification liver disease scoring system is based upon the presence of albumin, ascites, total bilirubin, prothrombin time. and encephalopathy. Patients with a score of 10 or more (in the
Class C category) have a prognosis with l-year survival being about 50%. Patients with Class A or B have a better prognosis of 5 years, with a survival rate of 70-80% (12).

little is known about the effects of biologic therapy on solid cancers treated within the past 5 vears. due to exclusion of these patients from most randomized controlled trials

MNYHA 111 = Patients with cardiac disease resulting in marked limitation of physical activity. They are comfortable at rest. Less than ordinary physical activity causes fatigue. palpitation, dyvspnea, or
anginal pain. NYHA I'V = Patient with cardiac disease resulting in inability to carry out any physical activity without discomfort. Symptoms of cardiac insufficiency or of anginal syndrome may be present

even at rest. If any physical activity is undertaken, discomfort is increased (13).

Singh JA, Furst DE, Bharat A, et al: 2012 update of the 2008 American college of rheumatology recommendations for the use of disease- modifying antirheumatic drugs and biologic agents in the treatment of rheumatoid
arthritis. Arthritis Care Res (Hoboken) 2012; 64: 625-639.



AcPaAEC XPOVIKO HLACTNHOL OLVOOOKOATOGTOANG
META OTTOTEAEGLOATIKY) OLVTLULETWTITLON KOPKIVOU

Treatment with a History of Hepatitis, Malignancy, or Congestive Heart Failure

Comorbidity/Clinical Circumsitance Recommended Noit Recomm * cnee

Hepatitis

Hepatitis C Etanercept

Untreated chronic Hepatitis B or with treated chronic Hepatitis B{ with (.‘I'n'ld—l-’ugh‘? Class B and higher Any biologig
Malignancy

Ireated solid malignancy =5 years ago or treated non-melanoma skin cancer = 5 years ago Any biologic
Treated solid malignancy within the last 5 yvears or treated non-melanoma skin cancer within the last 5 ;«'eursj Rituximab
Treated skin melanoma? Rituximab

Treated lymphoproliferative malignancy Rituximab
Congestive Heart Failure (CHF)

NYHA class ITITVY and with ejection fraction 50% or less. Anti-TNF bi

For definitions and key terms, please refer to Table 2
NYHA. New York Heart Association

Iherapy defined as anti-viral regimen deemed appropriate by expert in liver diseases
Picnts with a score of 10 or more (in the

>
“The Child-Pugh classification liver disease scoring system is based upon the presence of albumin, ascites, total bilirubin, prothrombin time, and encephalopal
Class C category) have a prognosis with l-year survival being about 50%. Patients with Class A or B have a better prognosis of 5 years, with a survival rate of 70-80% (12).

little is known about the effects of biologic therapy on solid cancers treated within the past 5 vears. due to exclusion of these patients from most randomized controlled trials

MNYHA 111 = Patients with cardiac disease resulting in marked limitation of physical activity. They are comfortable at rest. Less than ordinary physical activity causes fatigue. palpitation, dyvspnea, or
anginal pain. NYHA I'V = Patient with cardiac disease resulting in inability to carry out any physical activity without discomfort. Symptoms of cardiac insufficiency or of anginal syndrome may be present

even at rest. If any physical activity is undertaken, discomfort is increased (13).

Singh JA, Furst DE, Bharat A, et al: 2012 update of the 2008 American college of rheumatology recommendations for the use of disease- modifying antirheumatic drugs and biologic agents in the treatment of rheumatoid
arthritis. Arthritis Care Res (Hoboken) 2012; 64: 625-639.



AVOOORUTOUOTOATIKI OyWyrl O¢ IWVINE
ao0eveic Kal I0TOPIKO KapKivou — ECCO

2015

Type of cancer Avoid Use with cation Can be used
Lymphoma Thiopurines | Anti-TNF, methotrexate, steroids

Acute myeloid leukaemia and severe myelodysplastic |~ Thiopurines |~ Anti-TNF Methotrexate, steroids
disorders

Melanoma Ant-TNE Thiopurines, steroids Methotrexate
Non-melanoma skin cancer Thiopurines | Anti-TNE, steroids Methotrexate

Urinary tract cancer Thiopurines Anti-INF Methotrexate, steroids
Other tumours Thiopurines, anti-TNF Methotrexate, steroids

Annese V, Beaugerie L, Egan L, et al. European evidence-based consensus: inflammatory bowel disease and malignancies. J Crohns Colitis 2015;9:945-965.



AvoookataoTaATIK aywyn o€ IPNE aocBeveic

KOl 1I0TOPIKO KapKivou — ECCO 2015

Type of cancer Avoid Use with cation Can be used
Lymphoma Thiopurines ~~ Anti-TNF, methotrexate, steroids

Acute myeloid leukaemia and severe myclodysplastic ~~~ Thiopurines -~ Anti-TNF Methotrexate, steroids
disorders

Melanoma Ant-TNF Thiopurines, steroids Methotrexate
Non-melanoma skin cancer Thiopurines ~ Anti-TNE, steroids Methotrexate

Urinary tract cancer Thiopurines Anti-INF Methotrexate, steroids
Other tumouts Thiopurines, anti-TNF Methotrexate, steroids

Annese V, Beaugerie L, Egan L, et al. European evidence-based consensus: inflammatory bowel disease and malignancies. J Crohns Colitis 2015;9:945-965.



AvoookaTtaoToATIK aywyn o€ IONE
ao0eveic Kal 1I0TOPIKO KapKivou — ECCO 2015

Type of cancer Avoid Use with cation Can be used
Lymphoma Thiopurines ~~ Anti-TNE methotrexate, steroidk

Acute myeloid leukaemia and severe myclodysplastic ~~~ Thiopurines ~~ Anti-TNF Methotrexate, steroids
disorders

Melanoma Ant-TNF Thiopurines, steroids otrexate
Non-melanoma skin cancer Thiopurines ~~ Anti-TNE, steroids otrexate

Urinary tract cancer Thiopurines Anti-INF Methotrexate, steroids
Other tumouts Thiopurines, anti-TNF otrexate, steroids

Annese V, Beaugerie L, Egan L, et al. European evidence-based consensus: inflammatory bowel disease and ohns Colitis 2015;9:945-965.



ErtiAoyn avoooKaTaoTAATIKAG aywyn§

* Evapén N cUVEXLON AVOOOKATAOTAATIKAC aywync cUpdwva LE Tov
TUTIO TOU KOPKivou.



ErtiAoyn avoooKaTaoTAATIKAG aywyn§

* OELOMOUPLVEC:

* Artodpuyn o€ HPV kapkivoug

* TpaxnAou, MPWKTOU

e JUMBOAR otn avantuén tou npwtonadol¢ KapKivou;

* Xpion pneBotpetatng: oe avrikataotaon tne alabslonpivng
* Anti-TNF: 0mouv untdpxeL ovaykn avOGOKOTOGTOANC Kal Eival

aduvvatn n xpnon alabelonpivng.

e Mehavwpa urno Anti-TNF: anokAeiel tnv xpnon anti-TNF



AugnuEvoc Kivouvog TTaBoAoyikou Pap-
test o€ yuvaikeg pe IONE

100
90 -~
80 -+
70 ~
60 -~
50 ~
40 -~
30 -+
20 -~
10 ~

0 - T 1
Exposed Non-exp Control

50

30

% Women with Hx of Any Abnl Pap Smear

Table 3. Number of Abnormal Pap Smears Among Exposed and
Nonexposed Patients and Controls

Exposed Nonexposed Control P Value™
Normal 47 35 298
“Lower risk™ 20 15 15 —=0.001
“Higher risk™ 15 2 7 —=0.001

*Comparisons are verswus control.

Kane S, Khatibi B, Reddy D: Higher incidence of abnormal pap smears in women with inflammatory bowel disease. Am J Gastroenterol2008; 103: 631-636.
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Table 3 N\Nu cer of Abnormal Pap Smears Among Exposed and
Nonexposced Patients and Controls

Exposed Nonexposed Control P Value™
Normal 47 35 298
“Lower risk™ 20 15 15 —=0.001
“Higher risk™ 15 2 7 —=0.001

*Comparisons are verswus control.

Kane S, Khatibi B, Reddy D: Higher incidence of abnormal pap smears in women with inflammatory bowel disease. Am J Gastroenterol2008; 103: 631-636.



AuénpEvoc kivbuvoc maBoAoyikou Pap-test os
yuvaikec pe IONE

* ApECN OXEON AVOOOKOATAOTOANC Ko tot@oAoyikoU Pap-test.

* TUVALKEC LE LOTOPLKO avOCoOKOTAOTOAN XPNnI{ouv auénnévnc
gmutipnong no@oAoyioc tpayxnAov.

e Agv SLakomTETAL N AyWYN €AV avTlpetwnriletol n dvucnAaoia.
* H owotn emttnpnon kabopilel tnv dStakomn R cUVEXLON TNC AYWYAC.
* EuBoAlacpoc Evavtt HPV.

Kane S, Khatibi B, Reddy D: Higher incidence of abnormal pap smears in women with inflammatory bowel disease. Am J Gastroenterol2008; 103: 631-636.



Kapkivol 6Eppatoc BAZIKOKYTTAPIKO KAPKINOMA

KOPKIVWLQL

/ Baiowko kuttapo
*NMSC: pebotpeéarn, anti-TNF i
vedolizumab ‘/{:_Meuﬁpdvn
*BOLOLKOKUTTOPLKO KOPKIVWHOL Em&puw ¢ N
dépuaroc: >50 stwv, Bslonovupiveg eav | J q | -3
Sev uAPXOUV AAANEC LKOLVOTIOLNTLKEC ple | J - BaotokuTtapiks

OepameUTIKEC EMLAOVYEC.
‘MeAavwpa: pebotpeéatn n
Oclonoupivec




EBV - AepdpoUnepnAacTtikd vooijpuato

* Avtevoelén alabslomnpivng
* Yo npoinoB<oelc yopnynon:
* MeBotpeéatn
* Anti-TNF
* Vedolizumab
* JUXVOC £Agy)xoc koL ¢optiov EBV DNA



Kivduvoc urtotpomnng KapKivou o€ lGOEVELG LE LOTOPLKO KOPKIVOU
UTTO QVOOOKOTOOTOATLKN aywyn

Kivéuvoc

Opyovo/ TUTTOC KOPKIVOU

XopunAoc <10%

Eviapecoc 11-25%

YynAoc >25%

ACUMTTTWHOTIKOG KapKivog vedpou
Nepdpwpa

Opxewg

TpaxnAou pfitpog

Oupeoeldol¢

Mntpag

Noax€og evtépou

MNpootatn

Maotou

Oupodoxou KUOTNG

ZAPKWHOL

MeAavwpa ,Mn HLEAQAVWHOTIKOC KOPKIVOG SEPUATOC
MuéAwpa

ZUUMTWHOTIKOG KapKivog vedpou

Penn I. The effect of immunosuppression on pre-existing cancers. Transplantation 1993;55:742-7.



Kivduvoc urtotpomnng KapKivou o€ lGOEVELG LE LOTOPLKO KOPKIVOU
UTTO QVOOOKOTOOTOATLKN aywyn

Kivéuvoc

Opyovo/ TUTTOC KOPKIVOU

XopunAoc <10%

Eviapecoc 11-25%

AGUMITTWHATIKOG KOpKivog vedpor

ANépdwpa

Opxewg

TpaxnAov uNTpe ,
OupEOELSOLC MovoOepamneia:
Mrjtpag HE EVA QVOKOTOLOTOATLKO

Nax€og evtEpa

N €éva anti-TNF

MNpootatn
Maotou
Oupodoxou KUOTNG
ZAPKWHOL
MeAavwpa ,Mn HLEAQAVWHOTIKOC KOPKIVOG SEPUATOC
MuéAwpa

ZUUMTWHOTIKOG KapKivog vedpou

Penn I. The effect of immunosuppression on pre-existing cancers. Transplantation 1993;55:742-7.



Kivduvoc urtotpomnng KapKivou o€ lGOEVELG LE LOTOPLKO KOPKIVOU
UTTO QVOOOKOTOOTOATLKN aywyn

Kivéuvoc Opyovo/ TUTTOC KOPKIVOU

XapnAoc <10% AGUUTTTWHOTIKOG KapKivog vedppou
ANépdwpa
Opxewg

TpaxnAou pfitpog
Oupeoeldol¢

MeOBotpeéar
Evdiapeoog 11-25% Mntpag P £ .n
Noax€og evtépou (HOVOGEPGT[E la)

MNpootatn

Maoctou

Oupodoxou KUOTNG

ZAPKWHOL

MeAavwpa ,Mn HLEAQAVWHOTIKOC KOPKIVOG SEPUATOC
MuéAwpa
ZUUMTWHOTIKOG KapKivog vedpou

Penn I. The effect of immunosuppression on pre-existing cancers. Transplantation 1993;55:742-7.



Kivduvoc urtotpomnng KapKivou o€ lGOEVELG LE LOTOPLKO KOPKIVOU
UTTO QVOOOKOTOOTOATLKN aywyn

Kivéuvoc

Opyovo/ TUTTOC KOPKIVOU

XopunAoc <10%

Eviapecoc 11-25%

ACUMTTTWHOTIKOG KapKivog vedpou
ANépdwpa
Opxewg
TpaxnAou pfitpog
Oupeoeldol¢

- 2uvduaotikn Bepaneia=
Nexéoc eveépou MeOBotpeéatn + anti-TNF
MNpootatn
Maotou
Oupodoxou KUOTNG
ZAPKWHOL
MeAavwpa ,Mn HLEAQAVWHOTIKOC KOPKIVOG SEPUATOC
MuéAwpa

ZUUMTWHOTIKOG KapKivog vedpou

Penn I. The effect of immunosuppression on pre-existing cancers. Transplantation 1993;55:742-7.



Kivduvoc urtotpomnng KapKivou o€ lGOEVELG LE LOTOPLKO KOPKIVOU
UTTO QVOOOKOTOOTOATLKN aywyn

Kivéuvoc

Opyovo/ TUTTOC KOPKIVOU

XopunAoc <10%

Eviapecoc 11-25%

ACUUTTTWHOTIKOG KOPKIVO

TpaxnAo . ,
Qupeo Zuvduaotikn Oepaneio=
Mitpa gvtatikomnoinon ya Bpoyv
Naxéog

XPOVO MHeTA povoOeparmneio!

Oupodoxou KUGTN
ZAPKWHOL
MeAavwpa ,Mn HLEAQAVWHOTIKOC KOPKIVOG SEPUATOC
MuéAwpa

ZUUMTWHOTIKOG KapKivog vedpou

Penn I. The effect of immunosuppression on pre-existing cancers. Transplantation 1993;55:742-7.



Kivduvoc urtotpomnng KapKivou o€ lGOEVELG LE LOTOPLKO KOPKIVOU
UTTO QVOOOKOTOOTOATLKN aywyn

Kivéuvoc

Opyovo/ TUTTOC KOPKIVOU

XopunAoc <10%

Eviapecoc 11-25%

YynAoc >25%

ACUUTTTWHOTIKOG KOPKIVO

ANépdwpa

Opxewg

Tpaxnoy Vendolizumab:

Oupeoe .,

MAitoas * yLo EEWEVTEPLKOUG OYKOUG UE
Naxéoc & av§NUEVO KivOUVO UTTOTPOTING
Mpootétn arnoduyn 6€ OYKOUG TLETTIKOU
Maoctou

Oupodoxou kKUoTNC
ZAPKWHOL
MeAavwpa ,Mn HLEAQAVWHOTIKOC KOPKIVOG SEPUATOC
MuéAwpa

ZUUMTWHOTIKOG KapKivog vedpou

Penn I. The effect of immunosuppression on pre-existing cancers. Transplantation 1993;55:742-7.



AcOeveic IODNE pe LOTOPLKO KOPKLVOU KoLl
avénUeEvec avaykec aywyne tnc IONE

* XpOvoC amo tnv entuyn Oepaneia Tovu KapKivou
* 0-2 xpovia
* KoptikootepoeLdn, avtiflotika, dtatpodn, XELPOUpPYLKA
Bepamneia,5-ASA
e 2-5 xpovia
* MovoOepamneia (MTX, AZA, anti-TNF katd ntepintwon)
* AvafoAn 'Bspomsiaq O€ KOPKIVOUC HE avénUEVO Kivouvo
UTTOTPOTTNC.
* >5 xpovia
* MovoBepaneia (katd rtpotipnon)



Jupnepacpoata: AcBeveic IONE pe Lotoplko
KapKilvou - mapakoAovOnon

1.

2.

KaBe avacokatactaAtikn Oeparneio Oa tpemeL va SLOKOTTETON £WC
otou eAeyx0Oei o KapKivoc.

ALoKOTI ) AyWYNC amo 2 £we Ko 5 xpovia o€ Kapkivouc pe uPnAo
Kivduvo umnotpomnnc.

E¢aodaliote otL Hev urtapxel AAAOG AavOAvVwV KOPKIVOC TTPO TNG
gvapén N emavevapénc avocooKaTaoTOANG.

EmiAoyn €KELVNC TNG AVOOOKOATAOTOANC LE TNV ULKPOTEPN duvNnNTIKA
KapKlvoyovo dpaon.

Mpotipnon povoBeparneiog, step-up AVILUETWILON.
2UVEPYOOLO LE TOV OYKOAOYO.



Euyaplotw



