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Background/Aims. Inflammatory bowel disease (IBD) is associated with an increased risk of colorectal cancer (CRC). In addition,
there may be an association between leukemia and lymphoma and IBD. We conducted a systematic review and meta-analysis of the
IBD literature to estimate the incidence of CRC, leukemia, and lymphoma in adult IBD patients. Methods. Studies were identified
by a literature search of PubMed, Cochrane Library, Medline, Web of Science, Scopus, EMBASE, and ProQuest Dissertations and
Theses. Pooled incidence rates (per 100,000 person-years [py]) were calculated through use of a random effects model, unless
substantial heterogeneity prevented pooling of estimates. Several stratified analyses and metaregression were performed to explore
potential study heterogeneity and bias. Results. Thirty-six articles fulfilled the inclusion criteria. For CRC, the pooled incidence rate
in CD was 53.3/100,000 py (95% CI 46.3-60.3/100,000). The incidence of leukemia was 1.5/100,000 py (95% CI —0.06-3.0/100,000)
in IBD, 0.3/100,000 py (95% CI -1.0-1.6/100,000) in CD, and 13.0/100,000 py (95% CI 5.8-20.3/100,000) in UC. For lymphoma,
the pooled incidence rate in CD was 0.8/100,000 py (95% CI —0.4-2.1/100,000). Substantial heterogeneity prevented the pooling of

other incidence estimates. Conclusion. The incidence of CRC, leukemia, and lymphoma in IBD is low.

1. Introduction

Colorectal cancer (CRC) incidence is higher in inflammatory
bowel disease (IBD) patients than in the general population,
and CRC accounts for an estimated 10-15% of deaths in
patients with IBD [1]. The risk conferred by IBD may be due
to chronic inflammation combined with genetic factors [1-
3]. Patients with extensive inflammation, a younger age at
diagnosis, long disease duration, comorbid primary scleros-
ing cholangitis (PSC), and pseudopolyposis are at the highest
risk [4-14].

IBD patients receiving immunomodulators may or may
not also be at higher risk of lymphoproliferative disorders
such as lymphoma and leukemia [15-19]. The risk of lym-
phoma in IBD patients is low but appears to be higher than in

the general population [6, 8, 14, 20-22]. The risk of leukemia
in IBD is less clear [6, 8, 14, 23, 24].

Understanding the risk of development of these malig-
nancies inherent to IBD is crucial for cancer surveillance
strategies. In addition, determination of the absolute increase
in risk of these malignancies from IBD pharmacotherapy
is a crucial consideration for providers and patients. The
aims of this study are to estimate the incidence of CRC,
leukemia, and lymphoma in adult IBD patients through a
systematic review and meta-analysis. Unique to this study, we
attempt to evaluate the underlying risk of these cancers in IBD
overall and separately Crohns Disease (CD) and ulcerative
colitis (UC) and exclude the effects of IBD pharmacotherapy
(specifically immunomodulators and biologics), given the
evidence that these medications may increase cancer risk.
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FIGURE 1: Flowchart depicting the identification of studies, inclusion, and exclusion assessment.

2. Materials and Methods

2.1. Literature Search. A detailed literature search was con-
ducted to identify all published and unpublished studies
examining the incidence of CRC, leukemia, and lymphoma
in adult IBD patients. We searched the PubMed, Cochrane
Library, Medline, Web of Science, Scopus, EMBASE, and
ProQuest Dissertations and Theses databases. Reference lists
of published articles were hand searched for secondary
sources and experts in the field contacted for unpublished
data. Furthermore, https://clinicaltrials.gov/, the WHO Inter-
national Clinical Trial Registry, and scientific information
packets of approved IBD pharmacotherapies were scruti-
nized for additional information sources. No restrictions
on language, country of origin, or publication date were
used. Figure 1 outlines the literature search and Supplemen-
tary Table 1 (in Supplementary Material available online
at http://dx.doi.org/10.1155/2016/1632439) details the search
strategy employed.

2.2. Inclusion and Exclusion Criteria. All studies that
reported incidence or provided information sufficient to
accurately calculate incidence for the three cancers of

interest in adult IBD patients were included. Studies focusing
on pediatric populations, not reporting person-years of
follow-up, of duration less than one year, and not written in
English and unable to be translated to English were excluded.
If publications reported duplicate data on a population,
only the publication with the longest follow-up period was
included.

2.3. Data Collection and Quality Assessment. Two indepen-
dent reviewers (CW and KCS) examined each article for
inclusion according to the eligibility criteria. Any disagree-
ment was resolved through discussion and consensus. Thirty-
six articles fulfilled the inclusion criteria. Twenty-five articles
reported incidence estimates for CRC [7, 10, 11, 13, 14, 18, 19,
21, 22, 24-39], ten for leukemia [8, 14, 18, 19, 21-24, 33, 39],
and twenty-one for lymphoma [8, 10, 14, 18, 19, 21, 22, 24,
26, 33, 34, 39-48] (some articles reported incidence estimates
for multiple cancers). Figurel outlines the search flow-
chart.

We retrieved demographic (where possible) and outcome
data for each included article using standardized forms.
Individual studies were assigned a bias risk rating using
the Cochrane Collaboration’s Risk of Bias Assessment Tool:
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for Non-Randomized Studies of Interventions (ACROBAT-
NRSI) [49]. The strength of evidence for each cancer was
assessed utilizing the Grades of Recommendation, Assess-
ment, Development, and Evaluation (GRADE) approach
[50].

2.4. Statistical Analysis. Individual study unadjusted inci-
dence rates (per 100,000 person-years [py]) were calculated
from the reported number of cancer cases and person-years
of follow-up for each outcome separately. Standard errors and
95% confidence intervals (CIs) were estimated assuming a
Poisson distribution [51]. In situations with zero observed
cases, the value of 3.7 was used to calculate incidence rates
and the confidence interval upper limit [51].

As our interest is in quantifying the incidence rate of
CRC, leukemia, and lymphoma in IBD patients not treated
with immunomodulators or biologic agents (and treatment
information is often unreported), two stratification variables
were created using study publication year as an estimate of
when each medication class became widely used. 1995 was
used as the dividing year for widespread immunomodulator
use and 2000 for biologic use. Pooled incidence rates with
95% CIs were then calculated for (1) each cancer overall,
(2) each cancer in CD and UC separately, (3) each cancer
stratified by year of publication, and (4) each cancer stratified
by country of origin (to determine if incidence varied by geo-
graphic region). A random effects model was used to account
for potential between-study variations. The I* statistic was
used to quantify the percentage of heterogeneity for all pooled
estimates from between-study variation, with >75% indicat-
ing substantial heterogeneity [52]. Publication bias and the
presence of other small study effects were measured through
visual assessment of funnel plot symmetry and Egger’s test
[52]. Sensitivity analyses were undertaken to explore poten-
tial sources of heterogeneity. Metaregression was used to fur-
ther test the effects of study- and subject-level covariates on
cancer risk, as well as the degree of between-study heteroge-
neity explained by the covariates through calculation of the
adjusted R*. The adjusted R* measures the relative reduction
in the between-study variance explained by the covariates
in the model and is presented as a percentage [52]. Statisti-
cal analysis was performed using Stata (StataCorp, College
Station, TX). p values <0.05 were considered statistically
significant.

3. Results and Discussion

3.1. Results

3.11. Colorectal Cancer. Reported incidence rates of CRC in
IBD ranged from 41.5/100,000 py (95% CI 24.5-58.5/100,000)
to 543.5/100,000 py (95% CI 316.4-770.6/100,000) (Table 1).
Substantial heterogeneity prevented pooling of estimates
using a random effects model (heterogeneity test, chi® =
174.65; p < 0.001; I = 86.3%). Therefore, we present
unpooled incidence estimates. Separate sensitivity analyses
excluding the studies with the highest individual incidence
estimate [31] and the study with the greatest weight on the

pooled estimate [7] did not significantly change the degree of
heterogeneity present.

Reported CRC incidence rates in CD ranged from 19.5/
100,000 py (95% CI 0.4-38.6/100,000) to 344.9/100,000 py
(95% CI 105.9-583.9/100,000) (Table1). Using a random
effects model, an estimated incidence of CRC in CD of
53.3/100,000 py (95% CI 46.3-60.3/100,000) was obtained.
Figure 2 displays the Forest plot for the pooled estimates. In
UG, the reported incidence rates ranged from 54.5/100,000 py
(95% CI 30.0-79.0/100,000) to 543.5/100,000 py (95% CI
316.4-770.6/100,000). Substantial heterogeneity was again
present when pooling using a random effects model (hetero-
geneity test, chi* =110.7; p < 0.001; I* = 86.4%), and thus the
results in UC were not pooled.

Analyses stratified by publication year and region of
origin did not reveal any significant differences in results.
We also conducted metaregression analyses to evaluate the
potential impact of age, gender, race, Montreal Classification,
disease duration, surgical history, smoking status, comorbid
primary sclerosing cholangitis, presence of extraintestinal
manifestations, and concomitant treatment with immuno-
suppressants and/or biologics on the CRC incidence in IBD.
Due to the limited sample size and incomplete reporting of
demographic characteristics in many studies, these analy-
ses were underpowered. Together, age, gender, and disease
duration explained a significant proportion of the between-
study variability (adjusted R* = 65.67%); however we could
not make any further conclusions regarding the impact of
these covariates on CRC incidence in IBD. Evaluation of
funnel plots and Egger’s test showed evidence of small study
effects and/or publication bias for IBD overall (p = 0.149)
and weak evidence of small study effects in CD and UC
(p = 0.005CD; p = 0.05UC). However, the power of these
tests may be compromised due to small sample sizes and
significant heterogeneity between studies. Given the obser-
vational nature of the included studies and the probability of
bias from small study effects, the overall quality of the CRC
body of evidence per the GRADE approach is low.

3.1.2. Leukemia. Reported incidence rates of leukemia in
IBD ranged from 0.0/100,000 py (95% CI 0.0-3.7/100,000) to
28.4/100,000 py (95% CI —3.7-60.5/100,000) (Table 2). Using
a random effects model, the pooled estimated incidence of
leukemia in IBD of 1.5/100,000 py was obtained (95% CI
—0.02-3.0/100,000). Figure 3 illustrates the Forest plot for the
pooled estimates. Moderate between-study heterogeneity was
seen (heterogeneity test chi® = 23.8, p = 0.005; I’ = 62.1%);
however this is likely influenced by the small number of avail-
able studies. In CD, the range of reported incidence rates was
identical to that of IBD (Table 2). In UC, reported incidence
rates ranged from 8.97/100,000 py (95% CI 0.2-17.8/100,000)
t0 25.4/100,000 py (95% CI —9.8-60.6/100,000) (Table 2). The
pooled incidence estimate was 0.3/100,000 py for CD (95% CI
-1.0-1.6/100,000) and 13.0/100,000 py for UC (95% CI 5.8
20.3/100,000). The I* statistics are 44.3% (heterogeneity test,
chi* = 10.8, p = 0.096) and 0.0% (heterogeneity test, chi®
= 2.65, p = 0.449), respectively, indicating low levels of
heterogeneity; however the power of this analysis is severely
limited due to the small number of included studies.
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Author Journal Publication year ES (95% CI) % weight
Askling et al. [25] Gastroenterology 2001 - 43.60 (30.09, 57.11) 26.71
Bernstein et al. [24] Cancer 2001 | ——— 112.50 (67.49, 157.51) 2.41
Fraser et al. [18] Aliment Pharmacol Ther 2002 - | 19.50 (0.39, 38.61) 13.35
Gillen et al. [27] Gut 1994 ! . 344.90 (105.90, 583.90)  0.09
Herrinton et al. [28] Gastroenterology 2012 | 101.90 (64.81,138.99)  3.55
Jess et al. [7] Gastroenterology 2012 - 53.70 (41.12, 66.28) 30.81
Jussila et al. [10] Scand J Gastroenterol 2013 - 61.70 (40.32, 83.08) 10.67
Lakatos et al. [30] ] Crohn’s Colitis 2011 —— 86.80 (10.72, 162.88) 0.84
Lovasz et al. [32] ] Gastroenterol Liver Dis 2013 —i—o— 77.30 (15.45, 139.15) 1.27
Manninen et al. [11] ] Crohn’s Colitis 2013 —io— 68.80 (8.49, 129.11) 1.34
Mellemkjeer et al. [33] Cancer Causes Control 2000 —‘o— 65.60 (32.40, 98.80) 4.42
Mizushima et al. [21] Digestion 2010 —;—o— 141.20 (28.22, 254.18) 0.38
Palli et al. [22] Gastroenterology 2000 —%—o— 73.60 (—28.40, 175.60) 0.47
Selinger et al. [13] Clin Gastroenterol Hepatol 2014 —%—o— 92.30 (11.40, 173.20) 0.74
Yano et al. [14] ] Gastroenterol Hepatol 2013 e 85.30 (29.57, 141.03) 1.57
Jess et al. [39] Aliment Pharmacol Ther 2004 —L— 60.89 (1.22, 120.56) 1.37
Overall (I* = 62.8%, p = 0.000) 100.00

I
(? 53.28 (46.30, 60.26)
|
1
I
1

=500

1
600

FIGURE 2: Incidence of colorectal cancer (CRC) in patients with Crohn’s Disease (CD). Each incidence estimate is presented followed by the
95% confidence intervals (Cls). Each square in the plot indicates the point estimate of the incidence. The diamond represents the summary

incidence from the pooled studies. Error bars depict the 95% Cls.

Stratification by publication year and region did not
impact the incidence estimates for IBD or for CD and
UC separately. Furthermore, no significant effects of any
study- or subject-level covariates on incidence estimates were
discovered in metaregression analyses; however the small
sample size again restricted the power of these tests.

As less than 10 studies were included, the interpretation
of funnel plot symmetry and Eggers test to assess the
presence of small study effects and/or publication bias are not
recommended [52]. The overall quality of the leukemia body
of evidence, per the GRADE approach, is low due to study
designs and small sample size.

3.1.3. Lymphoma. Reported incidence rates for lymphoma in
IBD ranged from 0.0/100,000 py (95% CI 0.0-3.7/100,000)
to 81.7/100,000 py (95% CI 21.2-142.2/100,000) (Table 3).
Substantial heterogeneity between studies prevented pooling
of estimates (heterogeneity test, chi’ = 591.1; p < 0.001; I* =
96.6%). Thus, the included studies are presented as unpooled
estimates. A sensitivity analysis excluding the two studies
with the lowest individual incidence estimates and highest
weights on the pooled estimates was conducted, with no
significant corresponding decrease in heterogeneity [14, 21].

Reported incidence rates of lymphoma in CD ranged
from 0.0/100,000 py (95% CI 0.0-3.7/100,000) to 62.2/
100,000 py (95% CI 16.1-108.3/100,000) (Table 3). For UC,

the incidence rates ranged from 0.0/100,000 py (95% CI 0.0-
3.7/100,000) to 76.2/100,000 py (95% CI 15.2-137.2/100,000)
(Table 3). A pooled incidence rate of 0.6/100,000 py (95% CI
—0.5-1.6/100,000) for CD was obtained. Substantial hetero-
geneity prevented pooling of estimates for UC (heterogeneity
test, chi®> = 199.5; p < 0.001; I* = 94.5%). A sensitivity
analysis excluding the study with the largest impact on the
pooled estimate in UC [47] decreased the heterogeneity
(heterogeneity test, chi’ = 44.79; p < 0.001; I* = 77.7%).
However, substantial heterogeneity remained, and results for
UC are presented as unpooled estimates (Figure 4).

Incidence estimates stratified by publication year and
region did not differ. Metaregression analysis revealed a
statistically significant effect of age on lymphoma incidence
in IBD. For each mean year increase in age, the incidence of
lymphoma increased by approximately 2.1/100,000 py (95%
CI 0.74-3.4/100,000), explaining approximately 65.8% of the
between-study heterogeneity (adjusted R*> = 65.8%). No
other covariate effects were found in metaregression analyses.

There was weak evidence of publication bias and/or small
study effects in the IBD analysis (p = 0.213) and in the UC
analysis (p = 0.824). The number of included studies for CD
is less than 10; thus analyses of funnel plots and Egger’s test are
not recommended [52]. The overall quality of the lymphoma
body of evidence, per the GRADE approach, is low due to the
observational designs of available studies.



Gastroenterology Research and Practice

10

oy 70 cor £oc 4 00 00 [¥2] T8
SJeIopoON roe 61— s I'vl € 00 00 100T Taduen 1 UR)SUINg
8'6¢ vy 9 121 L 00 00
punoq punoq (suoszad REN R
wwm_wmﬁ 1oddn 1oMO] Mmoﬂwum MMW.MHMM M_Moﬁmw uﬁw%w MMM I03e BAN,WHHMWMscHEH méﬁw\wwbwm (%) OSd moﬁwuww ng [ewInof Joymy
. %6 1D%se P jo 12q 150101 mp 2 neotq
1D % DUIPDU]  PIAIISqO
@
I'el €1e rse ao 0LL 75S°01 S¢ I BISY I9jJudd [edIejoy  10YoDH €10¢ [osedap] (7]
: [0I9)Ud0I)SBD) [ Te 30 OuRx
: ‘ ¢ op1muorda (w1saM) AnsiBar 1040 oHWoWMMM_.Mm Ler] ‘T2
¥es on 09TT  06TCC ge P! 159y adorng [euorSoy Hoyon ¥00¢ I u::Uu O 1o IaqIuIM,
on 689 LL8Y
WIS, Ansi8ax
a Kz 9T 6l 1 u mo:ma puoay  MOWO 000z ABojoswwonsen h_mm
adl 026 T6S°0L ) '
. : ‘ 3 [1e] e e
9°0¢ 0'6¢ ao ¥6C 8YTY 0¢ I BISY I9juad [eLIofoy 31040 0102 uonsasI(q ewrysnZIN
. . . (ur21s9M) Axnsidax [onuonD [eg] TR
0'0S an SY9T  SL8TT 91 spmdnunoy domyg puogey  MOUOO 0002 sosnED) 195U JEBWRTP
. . ‘ ¢ apmAnuno (wisaM) Ansisax 1010 o%o%wﬂmﬂm (e
0€s 00 ,adl OI8Ol  LSPET € prAnunod g ng puoney MO 0T I HEGH D e
. . (U359 ) Axnsidax Iy, _owmﬁéﬂa [6€]
0'8S ao VLE 6959 se apimuoISay adorng [euorSoy 311040D ¥00¢ sy e 10 ssaf
c..mw N LePT 78S .WN (wr21s9M) Ansidax 11010 [019jUd01)SBD) (8]
o.mm ao wm,m EN.: (43 I adong [euordoy 10D €10¢ (wy 2 20 553
0'¢s adI 1ITe  €p8ee
. . . . (uI31S9M) I9yJ, [oovuLIRyq [81]
0°¢s 0°6¢ .adl 85T 88¢'SS o¢ apmAnuno) sdomyg 123U [eIIY  30YOD 200t sty e 39 Taser]
0°0S LT on wa”N mowMQ swrep (010> (2] e 20
065 £9¢ an L58°C  0¥EIC 4 IpImMUOIZY epeue) QATENSIUTWPY  -aSED) 100T I0ue) ursysuIag
Svs 0'6¢ adl 6C5S  S00‘TY ) - i
(s14)
(%) uoneInp (%) (s14) suaned s1eak (s14) 318 urdrio uvoneindod  uSisop 1eak
£198Ig  oseasip  oewdq e siouseiq ¥0 -u0SIdq vonvinp Jorqumy  jo uorday Apmig Apmig  uonesqng eunof onny
Swmz uBa JoqunN Apmg : o

(®)

‘ddl ur erauadnof JO SaIpnis papnjour Jo SO1SLIsldeIel)) 17 41dV],



1

Gastroenterology Research and Practice

"D Pue 0D 10j samseawr dusproul dreredss 110dai jou piq

: : : . : 1oyedap [¥1]
21eI9pO -
JeI9pPOIN S09 Le ¥o1 ¥'8¢C € LYl €10¢ [019)U201)5ED) | e 10 ouex
Toredoyy (61] Te
9JeIapPON 811 0 Sy L6'8 4 0vs ¥00¢ [0121us01]5BD !
19 TOYIUTA
]10)
909 86— 081 474 4 2zl
91eIOPOIN L€ 00 00 0 0002 ASojorquoonseny v 19 1req
114 €L— Vel 06l 4 1o
. : : . [1c] 210
91eIapO
JeI9pON Le 00 00 0 ! 010C uonsasIq ewTysNZIN
. . . . [onuon [e€] Te 30
a1eIopO -
TRIPON 61T L1 9L rel € 0002 sosney Jootey TP
[owedaH [cc]
2RISDO . e . . . . .
JeI9pPOIN 08 8¢ 0¢ €1'e S0 00 00 ¥10C [oI3uR0138ED) e 10 zado]
o
. . . . 19U, JooruLIeyq .
91eIapO -
JeI9pON rsy 9v1 (41 (41 I ¥00T WY [6€] Te3a ssof
STy LT 66 ree S 08I 06l
91eIPOIN €9c 8- 68 68 [ 0S¥ 01y €10¢ ﬁoH&WMW%mmU [8] Te 30 ss3f
6'l¢ §'¢ L LL1 9 LT £9C
: : : : : : : oYL, [orwIeyq (81]
21eI9pO -
JeIOPON 'S LT 81 181 I 00 00 0°0¢ 00T Juswy T8 12 19sel]
punoq punoq (suosiad 558
Sunjer ¢ A
0 addn omo 1011 000001  ®rwaynd] (%) asn (%) asn (%) (%) OSd Ted [ewmof oy
serq . . prepuelg  1ad)ojer  joroqunu  O1S0[0lg  JOJR[NPOWIOUNUIWI]  SII[OOUE] uonesrqng
1D %56 1D %56 DUIPDU]  PIAIISqQ

"panunuo) (q)



on

8¢C

zIs‘e

L
=
9]
m..m 671 0¥¢ an 9Ic 0SI‘€ 0°€s (4 $91BI§ pajun) Ansiar }H0Y4yoH 000¢ [T AOOTSED Lev) Te
= . : [euordoy (wy 32 1f snyoT
@ 00§ €0s MW% RMm.NN mww MW
5 (w1189 Ansi3ar [97]
19 . . < ¢ . :
172
& (44 9Ly g9¢ on vi6 0€8°CI (u10yseq) AnsiSor [5h] T
> . . . ¢ . :
: o @ wiooe o SIS o e weoweor S
S
o) . ) ) . ) Ansia1 (7]
£ 0% 009 on 1689 9%0661 001  9PMANUNOD  $JeIS PayIUN puopey  P0U%0 €10z ASojoroyusonsen 1 Tey
m N mmaama, I 0% .c.%~ . APIMAIIUNG (wr21s9M) Axnsidax Touo [0I9jUd01)SBD) [o1]
S am oeor swwer - adomg ruopey MO0 EI0C (puesg  e3a eysssnf
. . . (uI31S9M) Ansi8ax I9yJ, [oovUILIeyq [6€]
0'8S an ¥LE 6959 0's¢ opmuoIday adomg reuorSay 040D ¥00C sty Te 39 ssa(
0'6¥ on LEFT  T8STT
) : . (U359 ) Axnsidax [0193US013SED) [8]
D O R Ry .
0°€s adl €20°91 L9819 0°¢t opIMuOISay  Sa1eIS P[] b 310Y40D 110¢ [0I2HRORSED [ev] 122
* QATIRI)STUTUIPY [wry UOJUTLISF]
on 766 P68°FE
) . . . (uT2159M) Ioy], [ooewLIRy ] [81]
0°¢S 0°s¢ MmUH wﬂm% MMMAMM 0'Se  IpmAnuno) sdomg I9JUD [RIIJAY  1I0Y0D) 7002 Juswy v 19 sosea]
. : . . . (u121s9M) [97]
00T 0°¢s vy .addl 8L 96C9 06 I asdomyg Tojuad [elIofey  30YoDH 000T moH T8 19 [Pireg
on 80€T #6601 [onuo> (2¥] T8
an 42T LTIl ¥'8 1 SIJe)S paju)  I9JULd [BLId)OY “asen) 110¢ DS s1q S1 15 ueaIONY)
adl 68s‘c  TTI'og '
MMM MN@ ,Wuw NM.WWN m%%m%m 0¥l IpIMuOIZY epeue) b 1o 100T Taouen [zl 1232
S¥S 0°6¢ adl 67SS  S00TH - PHTERSIEPY. - 7250 estod
. pe mmw.m o ~ ) : apmAnuno (w1sam) Ansidor 1040 soue (7] T2 32
0 MmUH %mwm% WMMAMM ot pruanuned sdoing [euoneN HOYeO 600z 1990ET sudneag
0% 009 on 6€0T€ 6TV TSE 0TI opmAnuno)d  sajels payupn Ansidal 3H0Y4oH cloc [T AROSED . Lov]
[euoneN [wry Te 12 seqqy
(s14)
(%) uoneImp (%) AMMMV sisouSer Ecu%& s1eaf a%ww: SaJIS urdrio uvonendod  u8rsap Teak ewmno Joum
£198Ig  oseasip  oewoq : ' J -u0SIdq Hemp Jorqumy  Jo uoiday Apmig Apmig  uonedqng I [ v
-, BN JoquinN Apmg

12

(®)

"agr ut ewoydwA] Jo SaTpnIs PaPNOUT JO SINSLIAIORIRYY) ¢ ATAV],



13

. : . . : : [o127U20135ED) [ev] T8
SJeIPOIN 59 0ce S8 9'8¥ €€ 00 00 11oc (wy 19 UOJUTLISL]
8cc o 8¢ SII 4 00 00
. o . . . . . 1Y, [odruLIeyq [81]
Q1BISPON W.E L w m.w mm 4 I o.o e.o 0°0¢ 00T oy T8 12 1oseI]
691 I'T 0y 0’6 S 00 00
: : : : : : [o7]
SJeISPON L9tl €1 0ce 0%9 ¥ 0°0¢ 09¢ 000T mno T8 12 [Pireyg
8¢S 9¢— 86l 44 € (2h] Te
SJBIPON 0'6v ce Al roc S 11oc 1§ s1q 31 12 ueaIONY
0S¥ 8 ¥'6 9'9¢ 8
029 6 el 9°6¢ L 00 00 (¥2] T
SJeISpPOIN 869 97l I'vl (44 6 00 00 100T 1soue) 1 u)sUINg
1'8s 6’61 86 0'6¢ 91 00 00
I'vs £e— LYl 874 € 00 00 091 (%] Te
21BISPON 9°8¢ 9€¢- 691 Sic € 00 00 o€l 600¢ jooue] 1 araSneag
SLv €S 801 ¥'9¢ 9 00 00 9'6C
. . . . . . [0IU2005TH [o7]
9)eIopPO
JeIopON €68 L0L 8V 0°08 8¢ 00 00 (4014 (wy 210 seqqy
punog punoq (suoszad sewroyd
Sumnes serg Ioddn IoMO] 01 000°001 “wAp (%) osn (%) asn (%) (%) DSd reak [euano( Joymny
. 06 prepuels  1od)ojer  joraqunu - O1So[org  JOJR[POTUOUNTUTI]  STIT[OIUR] uonedTqng
ID %56 D% DUIPDU]  PIAISGQ
@
r'el €1e rse ao 0LL 7SS0l 0°6¢ I BISY Jojuad [elIeoy  30YoDH €10¢ fovedaH [v1]
: [012)ud0IISBD) [ ‘TR }0 OuRx
: ‘ ¢ : apImuorda (U159 Ansiox o070 o%oﬁﬂﬂmﬂm [61] T2
¥es on 091TT  06TCC 0°s¢ P! 189y sdomyg reuorSay 300D ¥00¢ I HGJUH O 1 JouIpm
: : : ‘ (WNM) 11100 [easagoy 11070 1oredaH b%w M%«ouo
8V 9'8¢ 0¢s .addl 116 €968 I adorng JUD [RLISJoY  JI0YOD 010t [o10)U201)5ED) ( [ smm
Q
-3 . . . . . . (ur2159/1) Ansi3a1 A3ororwaprdyg [Fe] e
w 0¥ 0°sS 0Ly a4l CLL8E T66F0¢ 0TI apminuno) sdomyg [euoTeN H0YyoDH €10¢ (wy Yeuraiseq
Ll
A on 689 LL8Y
< ~ . (ursap) Ansigor [cz]
g ao e 9T 06l I sdomy puooy MU 000T £3o[o1a1us01580 © 9 e
e adl 026 26501
m 9°0¢ 0'6¢ ao ¥6¢ 8VCY 0°0c I BISY I9JULd [RLI9fRY  3I0YOD 0102 uonsa3Iq [tc] 1e32
Q i T RWITYSNZIIA
Q
~ . . . . (ura1s9M) Axnsidax [onuo) [eg] TR0
- 0°0S ao SPOT  SL8CT 091 epmdnunoy g omy proney | MOUD 0002 sosmEy TooUED) TEAATPIY
2 (s14)
m (%) uoneInp (%) (s14) syuaned s1eak (s14) 3118 urdrio uvoneindod  uSisop Teak
= A198Ing  oseasIp  oreuwrag e souserq 0 -u0sIdq tonemp Jjolquny  Jo uoiday Apmig Apmig  uonesqng eunof onny
) : uBaN JoqunN Apmg : o
e BN
nn.ud ‘panunuo) (e)



Gastroenterology Research and Practice

14

‘ON pue (0D 10J sajen)sa aduapdur wuwhNQOw HHOQMM jou ﬁHQ*

: . . . [oredopy [¥1]
2JeI9pON L' 00 00 0 LYl €10C [010)UB0NSE) [ T8 12 ouEx
[oredoy (611
ARIPON  8°TH 69— La 6L C %S 00T [010UONTED 1w
uo
[oyedoy 8] T
9JeIPON (44! [Ar4 6'0¢ L'18 L 010¢ [o1ayUR0MSED) [ 1o Iee[eswio(q
uep
. . . . . . ABojorwaprdyg [p¢] T8
JRLPOWN Gl Lot (4 r'st oF 0’0 00 €107 (ury o yeussIStq
cLED sl r're 9 9 (2]
AJeIPON 6'801 €66~ 89¢ 89¢ I 0002 £3ojo1a3us0msen 2 1 1ed
6711 TLT 6'7C 099 L )
. . . . (12] Te
9JeIdpON L' 00 00 0 ! 010¢ uonsadiq 1 eUITYSNZIN
. . . . [onuo) [ec] e
9JjeI9POIN LYe 70 88 YA i4 000 sasner) 1a0Uen) 1 M{WPIN
L€ 00 00 0
; o . . [oI9jud01ISRD) (7] Te
9JeIdpON L'V6 YA o'ce oce I 000 (wry 12 1 snyo
Vvy 7yi- 0'SI 0'SI 1
€Y [ €8 SZc I1 09 (9]
ANPBPON €05 sz 601 6'8C ‘ o€l oz ABooxweonsed oo o0
6'0% I'sT 9'9 0'8¢C 81 S'6 )
cLE 09— 0l 9¢I 4 00 00 474 LT (7]
9JeI9pON LTy Sel- I'vl I'vl I 00 00 6°5¢ 8T 10t SII[OD sUyoID [,
. . . . . . . . [e 12 Soyeye]
0'¢e 0C— 6'8 Gal € 00 00 70¢ €7C
: : . . . . [¥¥]
9JeIopON 8°0L (454 es 009 611 00 00 €10¢ £3oj0193u01580 T8 19 uey
A g 1PERonD o
T8¢ 8'¢C L€ 0'T¢ L [puras 222 epissf
I3, [0oRULIR
9JeIPOIA L'e 00 00 0 ¥00¢ ﬁﬂuq:z td [6€] Te 19 ss3f
m..mm QHS muﬁ 493 8 QHWN 0’6l [o12)UR01SED)
QPO €801 191 s€C 79 4 0S¥ 0P €10C [y [8] ‘Te 32 ssaf
L'99 6'1C A (44 <l CLT L'9C
punoq punoq (suoszad sewroyd
Suner seig 1addn IoMO] o119 0007001 “wdp (%) asn (%) asn (%) (%) DSd 1ok [euano( Joymy
. . prepuels  1od)ojer  joroqumu  ordojolg  JOJRNPOWOUNWIW]  SHI[OOUEJ uonedTqng
IO %S6 IO %s6 dUIPU]  PIATISqO

‘panunuo) (q)



Gastroenterology Research and Practice 15
Author Journal Publication year ES (95% CI) % weight

\
Bernstein et al. [24] Cancer 2001 i —_—— 17.10 (4.43, 29.77) 1.44
Fraser et al. [18] Aliment Pharmacol Ther 2002 —L— 1.81 (-1.74, 5.36) 18.37
Jess et al. [8] Am ] Gastroenterol 2013 i —_— 17.70 (3.54, 31.86) 1.15

i
Lopez et al. [23] Clin Gastroenterol Hepatol 2014 -L— 2.13 (-3.77, 8.03) 6.63
Mellemkjer et al. [33]  Cancer Causes Control 2000 -;—o— 13.10 (-1.72,27.92) 1.05
Mizushima et al. [21] Digestion 2010 -— 0.00 (0.00, 3.70) 67.55
Palli et al. [22] Gastroenterology 2000 ; . 19.00 (-7.33, 45.33) 0.33
Winther et al. [19] Clin Gastroenterol Hepatol 2004 -;—o— 8.97 (0.18, 17.76) 2.99
Yano et al. [14] ] Gastroenterol Hepatol 2013 i 28.40 (—3.74, 60.54) 0.22
Jess et al. [39] Aliment Pharmacol Ther 2004 i . 15.22 (-14.61, 45.05) 0.26

i
Overall (12 = 62.1%, p = 0.005) @ 1.50 (-0.02, 3.02) 100.00

I
-10

T
50

FIGURE 3: Incidence of leukemia in patients with inflammatory bowel disease (IBD). Each incidence estimate is presented followed by the
95% confidence intervals (Cls). Each square in the plot indicates the point estimate of the incidence. The diamond represents the summary

incidence from the pooled studies. Error bars depict the 95% Cls.

3.2. Discussion. This meta-analysis was performed in order
to produce updated and reliable incidence rates for CRC,
leukemia, and lymphoma in IBD patients and in CD and UC
separately. We aimed to quantify cancer incidence associated
with underlying IBD, without the effects of immunomod-
ulator and biologic pharmacotherapy, but this was difficult
without reliable reporting of treatment information in the
available studies. Although we could not pool estimates
of the incidence of CRC in IBD and UC specifically, a
pooled incidence rate of 53.3/100,000 py (95% CI 46.3-
60.3/100,000) in CD was obtained. The estimated worldwide
CRC incidence rate is 19.3/100,000 py [53]. In more developed
regions of the world, which compares to the regions of
origin of the included studies, the incidence rate is higher
at 59.2/100,000 py [53]. As such, CRC incidence in CD does
not appear to be higher than that of the general population
in similar areas of origin. Of note, these incidence estimates
are crude (not age-adjusted) and therefore may not reflect
differences in the age of the underlying populations.

For leukemia, pooled incidence rates of 1.5/100,000 py
(95% CI —-0.06-3.0/100,000), 0.3/100,000 py (95% CI —-1.0-
1.6/100,000), and 13.0/100,000 py (95% CI 5.8-20.3/100,000)
were obtained for IBD, CD, and UC, respectively. The esti-
mated worldwide leukemia incidence is 5.0/100,000 py and
11.3/100,000 py in developed regions [53]. Thus, the incidence
of leukemia in IBD and CD is lower than that of the general
population in developed regions but is slightly higher in
UC. For lymphoma, substantial heterogeneity prevented the
pooling of estimates for IBD and UC; however a pooled

incidence rate of 0.6/100,000 py (95% CI —0.4-2.1/100,000) in
CD was obtained. Estimated worldwide lymphoma incidence
is 6.4/100,000 py and 17.6/100,000 py in more developed areas
[53]. Thus, the incidence of lymphoma in CD is lower than
estimated both worldwide and in developed regions.

Due to incomplete reporting of use of immunomodula-
tors and biologics in the published literature, we could not
calculate incidence rates of CRC, leukemia, and lymphoma
specifically in persons not treated with these medications;
however incidence estimates stratified by publication year
before and after widespread use of these medications were
not significantly different. This suggests that the impact of
immunomodulators and biologics on the incidence of these
cancers may be negligible. Metaregression did not reveal
any significant subject- or study-level covariate effects in the
majority of analyses, with the exception of the effect of mean
age on the incidence of lymphoma in IBD. The power of these
tests was limited by incomplete reporting of these variables
and the small number of included studies.

The strength of the present study is the comprehen-
siveness of the literature search and evaluation of data for
inclusion. Despite the exhaustiveness of the search, we could
include only a small number of studies, limiting the power
of the pooled analyses and ultimate confidence in incidence
estimates. In addition, substantial heterogeneity prevented
pooling of estimates in some cases. The heterogeneity of the
included studies may reflect differences in follow-up time,
cohort size, geographic differences in patient care, or other
factors that we were unable to assess due to incomplete
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Author Journal Publication year ES (95% CI) % weight
Beaugerie et al. [41] Lancet 2009 e 27.50 (-3.62, 58.62) 0.11
Bernstein et al. [24] Cancer 2001 —_—— 42.20 (14.63, 69.77) 0.15
Chiorean et al. [42] Dig Dis Sci 2011 ——— 26.10 (3.22, 48.98) 0.21
Fraser et al. [18] Aliment Pharmacol Ther 2002 e 4.87 (—4.68, 14.42) 1.21
Jess et al. [8] Am ] Gastroenterol 2013 . 62.20 (16.12, 108.28) 0.05
Jussila et al. [10] Scand ] Gastroenterol 2013 e 27.00 (12.86, 41.14) 0.55
Lakatos et al. [45] ] Crohn’s Colitis 2012 — 14.10 (-13.54, 41.74) 0.14
Lewis et al. [46] Gastroenterology 2001 — 28.90 (7.49, 50.31) 0.24
Loftus Jr. et al. [47] Am ] Gastroenterol 2000 > 32.00 (-30.72, 94.72) 0.03
Mellemkjer et al. [33] Cancer Causes Control 2000 ——— 17.50 (0.35, 34.65) 0.38
Mizushima et al. [21] Digestion 2010 - 0.01 (0.00, 3.70) 32.30
Palli et al. [22] Gastroenterology 2000 } . 36.80 (—35.33,108.93)  0.02
Yano et al. [14] ] Gastroenterol Hepatol 2013 - 0.00 (0.00, 3.70) 32.30
Jess et al. [39] Aliment Pharmacol Ther 2004 - 0.00 (0.00, 3.70) 32.30
Overall (I* = 74.9%, p = 0.000) 0.57 (-0.49,1.62)  100.00
[ I 1
—40 0 120

FIGURE 4: Incidence of lymphoma in patients with Crohn’s Disease (CD). Each incidence estimate is presented followed by the 95% confidence
intervals (CIs). Each square in the plot indicates the point estimate of the incidence. The diamond represents the summary incidence from

the pooled studies. Error bars depict the 95% Cls.

reporting in the published literature. Although these lim-
itations may lead to bias in our incidence estimates, the
direction of which is indeterminable, our estimates are based
on the best available evidence.

4. Conclusions

This meta-analysis presents updated estimates of the inci-
dence of CRC, leukemia, and lymphoma in adults with IBD.
Overall, the incidence of these malignancies does not appear
to be higher than in the general population. Further research
is needed to explore patient characteristics that may modify
the risk of malignancy. Specifically, we need large population
based cohort studies in IBD patients that report complete
demographic and outcome data. Detailed information on
immunomodulator and biologic use is limited in the pub-
lished literature, and if we are to be able to truly understand
the potential increased risk of malignancy associated with
IBD pharmacotherapy, this information is required.
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