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High grade papillary urothelial carcinoma T1
Muscularis propria present - clean

Focal Carcinoma in situ
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2013 - 1980 ,nAx17nNN NIYIRN NINAN

Years Jews Arabs Others
Male Female Male Female Male Female b Nj W’:

Cases ASR Cases ASR Cases ASR Cases ASR Cases Cases

1980 442 23.47 101 4.79 10 8.22 3 1.64 1 1
2001 924 28.89 217 5.20 65 22.71 6 1.98 24 8
2002 932 28.41 241 5.47 74 25.45 10 2.99 19 7
2003 915 26.83 211 4.75 81 25.75 3 1.03 30 9)
2004 1028 29.04 220 4.96 7 23.75 10 2.40 26 5
2005 965 27.42 234 5.04 85 25.66 13 3.70 30 2
2006 1067 29.17 257 5.42 102 29.38 14 3.76 27 9
2007 1018 27.20 280 6.06 86 23.79 14 3.52 31 10
2008 1062 27.96 277 572 88 23.03 19 4.19 44 1
2009 1069 26.16 301 5.91 100 23.87 7 1.77 32 9
2010 1056 26.17 245 4.56 107 23.96 21 4.12 33 9
2011 1018 23.86 212 4.17 92 20.35 17 2.92 44 1"
2012 1147 26.49 251 4.72 107 22.37 13 2.35 42 14

2013 1132 25.74 247 447 128 2530 6 094 34 7
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TCC

Urinary Bladder Cancer , 1980-2013
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Diagnostic and Therapeutic Endoscopy. Gregory T. Section of
Urology, Department of Surgery and Department of Pathology,
University of Chicago. 1995.
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1 Extraintestinal cancers in Crohn’ disease. Nakajima H Digestion
1990.

JExtraintestinal cancers in inflammatory bowel disease. Greenstein AJ
Cancer. 1985.
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Risk of extra-intestinal cancer in inflammatory bowel disease:

meta-analysis of population-based cohort studies.
Pedersen N. Am J Gastroenterol. 2010.

722In X7 IBD 7102 nin'knn’? 7200 1'on
N'7'27 N'OI7DIN MNIYT? NI 1AM [I1D'on "nmrion n'7ITaTa
UC T [y M 1'oa 7Tan vt

squamous-cell skin cancer ,upper Gl, lung, urinary bladder :|ninpa
liver-biliary , leukaemia :UC

Ll LCUOLC
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DR IBD

Risk of solid organ and hematological malignancy in patients with inflammatory
bowel diseases.

Kappelman M. Gastroenterology. 2011

1978-2008 nnawa 7anaT1a UC 22481 1 [nnjp *71in 12980
219107 X71 IBD 7 miwpw nin'knn 1aain [13'o
myeloid leukemia, NHL,gallbladder,liver, small intestinal,lung,colon, non :JanNnp -

melanoma skin cancer
NHL,gallbladder,liver,anal canal,colon rectum,testicular,basal cell cancer :UC -
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Effect of Medications on Risk of Cancer
in patients With Inflammatory Bowel
Diseases: A Population-Based Cohort
Study from Olmsted County, Minnesota

Siddhant Yadav. Mayo Clinic Proc.2015

D'2in 839 -
01w 18 apwn
(N *217a , Hodgkin lymphoma ,nn DT ,7T 'vn) NIN'RNANT ONIF22a1m [12'0 [N 71N
D'YI NI 2am [12'0
10 year cumulative probability 3.8%

NN'RNN7 (N'VO'VVO MIyNwN X7 'O OX) 122N [1D'0 n9X1 TNF *Tan oy 0'791VN °
NnaIz1onn
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Excess risk of urinary tract cancers in patients receiving

thiopurines for inflammatory bowel disease: a prospective
observational cohort study

Bourrier A. CESAME study group
IBD "71n 19486
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SEER DATABASE nxniwn 1999-2010 |nnyp *721n 6273
TU'7'N7 N9'YUN2A JUNO NINDYA A7V NNOX1 X7 °
'00'VVO0 NIYNWN K77 N D'21T'A 2 NI 71Ta 190N <= N'019I0NIN'N °
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Drug Therapies and the Risk of Malignancy in Crohn's Disease: Results
From the TREAT™ Registry

Gary R Lichtenstein. Am J Gastroenterology 2014
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Efficacy and safety of tumor necrosis factor antagonists in crohn’s
disease: meta-analysis of placebo controlled trials. Peyrin-Biroulet L.
Clin Gastroenterology Hepatology. 2008

niTay 21 -
NN 21N 5356 °
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Increased Risk of Malignancy With Adalimumab Combination

Therapy, Compared With Monotherapy, for Crohn’s Disease
Mark T. Gastroenterology 2014.

NN 71N 1594
12X79 NNIY7 271Wn 719'0 IX TA72 NMINA 719'02 NNYRNANY [12'0 NIRNYN
nonmelanoma skin cancer 7710 nin'knn% 12'0 A7yn X7 1272 AAMiINa 7190 -
(3X) an1' 7 2am nin'xnn? 1o A71iwn 71901 ¢
JNYUN N'NIS7Y VO 7W TAX NN °
I ovmiwn niNo 7w yxinn apyn o
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Association between tumor necrosis factor-alpha antagonists and risc
of cancer in patients with inflammatory bowel disease.

Nyboe Andersen N. JAMA2014.

Register based cohort study
Denemark 1999-2012
56146 IBD patients

4553 exposed to Anti TNF

No increased risk for malignancy !
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Risk of malignancies in patients with rheumatoid arthritis treated with
biologic therapy: a meta-analysis. Lopez-Olivo MA JAMA. 2012.

NITIAY 63 °
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Management of inflammatory bowel disease patients with a cancer
history. Beaugerie L. Curr Drug Targets 2014.

2004-2007 o*2in 17047
I7NN7 N0'ON 1197 |VYO0 DY nNAIX 071N 405
qOI1 [LYO NINNSNN IX NNWAT [13'0 N7un IBD *721na 1ava jvhod

NN 72V N'hivnwn nyvown X747 arohoionm'x 71orod

TN |V D' TNF *Tan IX voPVILNA 1791VYW O'7INN YS0nU
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Risk of New or Recurrent Cancer in Patients With Inflammatory Bowel
Disease and Previous Cancer Exposed to Immunosuppressive and
Anti-Tumor Necrosis Factor Agents.

Axelrad J Clin Gastroenterol Hepatol. 2016

, TNF 'Tana 719'07 qwnna 1dswnal [v1o INNSY IBD *721n 333
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(nnwn oy 0'71n 48 ) qoin juho INNS 0'7IN( 27%) 90

TV AT, |VYO0 NYSINT [12'02 NIXIAFN |2 7TAN N¥N) X7
D'71IT'AN 2102, |UYO NYSIN

no' - 770 2I7nvarNvoa DN


http://www.ncbi.nlm.nih.gov/pubmed/?term=Axelrad J[Author]&cauthor=true&cauthor_uid=26247164
http://www.ncbi.nlm.nih.gov/pubmed/26247164
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Influence of anti TNF therapy on cancer incidence in patients with
Rheumatoid arthritis who had a prior malignancy. Results from the
british society for rheumatology biologics register.

Dixon WG. Arthritis Care Res 2010

Risc of incident or recurrent malignancies among patients with
Rheumatoid arthritis exposed to biologic therapy in the german
biologics register RABBIT

Strangfeld A. Arthritis Res Ther 2010



R|Sk Of cancer recurrence [adapted from Penn |, 1993]
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Low [< 10%] °

Incidental asymptomatic renal tumour
Lymphomas

Testicle

Uterine cervix

Thyroid

Intermediate [11-25%)]

Uterine body

Colon

Prostate

Breast

High [> 25%]
Bladder

Sarcoma
Melanoma and non-melanoma skin cancer
Myeloma

Symptomatic renal carcinoma
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ECCO Statement 6C

Preliminary data on immune-mediated inflammatory diseases
and IBD demonstrate no obvious excess risk of developing a
second [new or recurrent] cancer while being treated with anti-

TNF therapy
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ECCO Statement 6D

All cases of cancer in IBD should be managed with multidisciplinary
support. In general, thiopurines, calcineurin inhibitors,

and anti-TNF agents should be stopped at least until cancer
therapy is completed
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Immunosuppressant therapies to use or avoid in IBD patients with a
history of cancer
Beaugerie

Urinary tract cancer:
Avoid - Thiopurines

Use with caution — anti TNF

Can be used — Methotrexate, Steroids



ECCO Statement 6F

In patients with active IBD and a history of malignancy
5-aminosalicylates nutritional therapies, and local corticosteroids

can be safely used .

In more severe flares that do not respond to these treatments, the use
of anti-TNF, methotrexate, short-term systemic corticosteroids,
and/or surgery should be

considered on a case-by-case basis



ECCO Statement 6G

Based on data in transplant recipients, physicians should consider
delaying the resumption of immunosuppressant therapy

for IBD in patients being treated for cancer, because of the risk

of recurrent neoplastic disease, for 2 years following the completion

of cancer treatment .

The delay can be extended to 5 years if the cancer is associated with
an intermediate or high risk of recurrence
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