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Table S1 Definition criteria of each predictive variable

Findings

Definition in this study

Clinical manifestations

Abdominal pain

nou

The terms “abdominal pain”, “abdominal pain in history of

n i

current complaint”, “pain abdomen”, and “pain” were

included.

Diarrhea

n [

The terms “diarrhea”, “current watery diarrhea”, and

“chronic diarrhea” were included.

Hematochezia

The terms "hematochezia”, “bloody stool”, “blood in stools”,

and “rectal bleeding” were included.

Perianal disease

nowu n ou

The terms “perianal disease”, “perianal lesions”, “anal

fistula”, “perianal fistula”, “fistula in ano”, and “anorectal

lesion” were included.

Intestinal obstruction

The terms “intestinal obstruction”, “partial bowel
obstruction”, “incomplete intestinal obstruction”, and

“recurrent intestinal obstruction” were included.

Abdominal mass

»oa

The terms “abdominal mass”, “abdominal lump”, and “right

iliac fossa mass” were included.

Fever

The terms “fever”, “recent fever” were included. For the
data presented as “mild fever” and “severe fever”, the total

number patients was recorded.(30)




Weight loss

The terms “weight loss” and “weight loss in history of

current complaint” were included.

Night sweats

The terms “night sweats” and “night sweat” were included.

Anemia

Anemia was defined by either clinical
manifestations/features or laboratory features, and it was

reported as a dichotomous variable (“yes” or “no”).

Lung involvement

Lung involvement was defined by either clinical
manifestations/features or imaging findings. The terms

LEE 1

“pulmonary tuberculosis”, “pulmonary involvement”,

“positive of chest X-ray”, “abnormal pulmonary X-ray
findings”, “pulmonary infiltration/fibrosis”, and “presence of

pulmonary infiltration/fibrosis/nodule on chest X-ray/CT"

were included.

Ascites

Ascites was defined by either clinical
manifestations/features or imaging findings. The term

“ascites” was included.

Extraintestinal

manifestations

The terms “any extraintestinal manifestations”,
“extraintestinal manifestations”, “extra-intestinal features”,
and “extraintestinal symptoms” were included. Some
studies included only immunologic phenomenon such as
arthritis, pyoderma gangrenosum, erythema nodosum,
aphtous stomatitis, episcleritis, uveitis, and PSC. Some
included thromboembolic events. Some included fatty liver.

Some did not provide detail of which extraintestinal




manifestations included.

Endoscopic findings

Longitudinal ulcers

The terms “longitudinal ulcers”, “linear ulcers”, “deep linear/
serpiginous ulcers”, and “fissure-shape ulcer” were

included.

Transverse ulcers

n oW

The terms “transverse ulcers”, “circumferential ulcers”,

“circular ulcers”, and “ring-like ulcers” were included.

Aphthous ulcers

The terms “aphthous ulcers” and “aphthoid ulcers” were

included.

Cobblestone

appearance

The terms “cobblestone appearance”, “cobblestone

pattern”, “cobblestone sign”, “cobblestone-some

appearance”, and “cobble stoning” were included.

Patulous ileocecal (IC)

noowu

The terms “patulous IC valve”, “deformation of IC valve”,

valve “persistent open IC valves”, and “fixed-open IC valve” were
included.
Pseudopolyps The terms “pseudopolyps” and “scars or pseudopolyps”

were included.

Intestinal stricture

»ou

The terms "stricture”, “strictures of bowel” and “lumen

stenosis” were included.

Mucosal bridge

The terms “mucosal bridge” was included.

Skip lesions

The terms “skip lesions” was included.

Nodularity

The terms “nodularity” and “mucosal nodularity” were




included.

Pathological findings

Presence of

granulomaf(s)

The presence of granuloma.

Confluent granuloma

The terms “confluent granulomas” and “confluence” in the

section on granulomas were included.

Large granuloma

The definition of large granuloma was different among each
study with a range of 200 to 500 micrometers. This detail

was shown in a forest plot.

Multiple granulomas per

section

The definition of multiple granulomas per section was
different among each study with a range of “> 1/section” to
“zb/section”. The terms of “more than 5” or “25” granulomas
per section were included because they were reported

most commonly.

Mucosal granuloma

The terms “granuloma in mucosa” and “mucosal

granulomas” were included.

Submucosal granuloma

The terms “granuloma in submucosa” and “submucosal

granulomas” were included.

Microgranuloma

The term “microgranuloma” was included.

Cuffing lymphocytes

around granuloma

The terms “cuffing of lymphocytes around granuloma” and

“lymphoid cuff’ were included.

Ulcer lined by

nou

The terms “ulcers lined by histiocytes”, “ulcer with




histiocytes

now

histiocytes”, “ulcer with epithelioid histiocytes”, and “band of

epithelioid histiocytes in ulcer base” were included.

Disproportionate
submucosal

inflammation

The term “disproportionate submucosal inflammation” was

included.

Focally enhanced colitis

The term “focally enhanced colitis” was included.

CT enterography findings

Short segmental

involvement

The terms “length of involvement < 3 cm”, “length of
involvement < 5 cm”, and “focal ileocecal lesion” were

included.

Wall stratification

The term “mural stratification” was included.

Asymmetrical wall

The terms “asymmetrical bowel wall thickening” and

thickening ‘asymmetric pattern of involvement (in morphology of
involved bowel segments section)” were included.
Comb sign The term “comb sign” was included.

Fibrofatty proliferation

The terms “fibrofatty proliferation” and “fat proliferation” in

mesenteric changes section were included.

Serological tests

Interferon-y releasing

assay

Both T-SPOT.TB and QuantiFERON-TB Gold were

included

Anti-Saccharomyces

cerevisiae antibody

ASCA 1gG(1, 3, 33, 55) and ASCA IgG/IgA(2, 38, 56) were

included




(ASCA)




Table 82 Summary of all studies

Author, D | Subjects Criteria CD Criteria ITB Site Findings
year
Liu TH, R | 40 CD, 53 ITB | Absence of caseous Presence of caseous Capital Fissuring ulcer, widening of
1981(28) gf:;ﬁf;%g"i?ﬁ::g;’f ggg;sﬁa'{;;'t;e{htge Hospital, submucosa and cobblestone
Surgically being scanty and not regicnal lymph ncdes; Chinese appearance are distinctive
treated confluent; good good sampling of bowel | Academy of diagnostic features of CD.
patients, f:sm"s”gn‘g I";Wﬂ lesion and lymph nodes | Medical Caseous necrosis and/or
Selected hodles yIE Sciences, presence of AFB are hallmark of
cases from a Beijing, China ITB.
total of 300
cases 1949 to
September
1979
Zhou 2Y, R | 30 CD, 30 ITB | Pathological specimens | Pathological specimens | Renmin Some cardinal symptomatic and
2006(46) sl ) ol Hospital of physical, radiographic and
Consecutive needle aspiration biopsy | needle aspiration biopsy | YWuhan colonoscopic features of CD and
patients Or open surgery. or open surgery. University ITb were positive correlation
(Pearson correlation score =
January 1990- | 0.976, 0.953, and 0.061,
April 2004 respectively, p=0.000, 0.003, and
0.000).
Some histological features of CD
and ITb had no correlation
(Pearson correlation score = 0.14,
p=0.765).
Amarapurk | P | 26 CD, 26 ITB Baz?ﬂ; on mlﬂrphofogical B?tsed quthe foﬂowiﬂgf Bombay On multivariate analysis, duration
ar DN, . gfld c'f’sgg;ig — gggﬁi'n(g )g'r’;iileo"n‘iz e Hospital and of symptoms, diarrhea, bleeding
2008(33) Consecutive findings) and histology of diseased Medical per rectum, fever were the
CD patients pathological criteria tissue (intestine, Research independent predictors to
with equal suggesting focal, peritaneum or iymph center, differentiate between CD and ITB.
asymmetrical, nodes); P 2
nurrlber of ITB transmural or (2)demonstration of Mumbeai, India
patients. gra?ulpmat?%f%atures: ,S_F:a Ic:n_srr;ear ?_r on Accuracy of predicting CD was
0 istolocgical section; =
Eixs?tcl;;ztg‘); o (3) posgiltive zurt:u?e for éanuar{)2002 84'62.0/0 based on the r.ever’
microbiological and AFB; (4)histological or ecembar bleeding per rectum, diarrhoea
PCR studies) and microbiological 2004 and duration of symptoms
complete resolution of confirmed TB at
symptoms and extraintestinal site; and o
morphological (5) positive TB PCR. Accuracy of predicting GITB was
(gndosc_opic and ) Complete resolution of 73.1% when there was co-
2;;‘12’3{3?;’5":;’:?1"3"’9' ?XQS&%T;ZEE? existing pulmonary lesions and/or
year treatment (endoscopic and abdominal lymphadencpathy
of corticosteroid and 5- histological/microbiologi
ASA preparations (with cal) features after
or without surgery). completion of standard
ATT-(HERZ)2(HR}10
Gu Q, R | 33 CD, 34 ITB | According to Combination of clinical, | \West China On univariate analysis;
2009(35) Inpatients ﬁ%gﬁ;ﬂ;‘é‘fﬁg&’;"f ;‘ggg;ig?c‘% i Hospital of Features favored CD: longer
Disease of Chinese pathological findings, Sichuan duration of symptoms,
Medical Association and response to ATT University hematochezia, extra-intestinal
2001 manifestations, ileus, cobble-
1996-2007 stone sign and fissure-shape
ulcers, stomach/jejunum/or ileal
involvement.
Features favored ITB: night
sweating, hypoalbuminemia, high
ESR, positive for serum Ab to
mycobacterium, circular ulcers,
and presence of granulomas.
Makharia P | 53CD, 53ITB gﬂ the bas(izs 0; the ] Ohﬂ thetb?Sitfo‘ Ofr el All India On multivariate analysis, blood in
K, oo™ | faracericoinial | instiute of | stool (OR 0.1 (G 0.04-05)
2010(6) guidelines pain, constipation and/ Medical weight loss (OR 9.8 (Cl 2.2—
or diarrhea, Sciences, New | 43.9)), histologically focally
constitutional Delhi, India, enhanced colitis (OR 0.1 (CI

symptoms, and
intestinal obstruction),
endoscopic features
(ileocecal area

60 months, but

0.03-0.5)), and involvement of
sigmoid colon (OR 0.07(0.01-




involvement ulcerations,

did not state

0.3)) were independent predictors

e e ogiat | the definite | of ITB |
features (presence of recruitment Scoring system predicted
granulomas) and time diagnosis had ROC of 0.9088 for
?"'ggg;%fg;g:i;gﬁ development set, and 0.892 for
tﬁe smear examinaticn validation data set.
or demonstration of
AFB by PCR), and Score = (— 2.5 x involvement of
. E;iﬂ‘;%:i,tg gilt_gria o sigmoid colon) — (2.1 x blood in
Logan' s modification) stool) + (2.3 x weight loss) —~ (2.1
x focally enhanced colitis) + 7
Pulimood 68 CD, 41 ITB | Surgical specimens Surgical specimens Christian Recurrent intestinal obstruction
AB, Medical and altered bowel habit were
2011(29) All were College, significant parameters for CD.
surgical cases Vellore, Tamil Fever, pulmonary involvement,
with the Nadu, India abdominal distention were
indications of significant parameters for ITB.
obtaining (Did not
diagnosis or mentioned to
relief year of
obstruction recruitment;
thus, potential
to be the same
patients as
other studies by
Pulimood et
al.(31, 49)
However, those
studies
presented only
pathological
findings, not
clinical
manifestrations.
Therefore, it is
unlikely to be
the copied
data)
Dutta AK, 30 CD and 30 | Based onacombination | Based on the presence | Christian Features commoner in CD were
2011(1) ITB g;ggr;'gg;iga;']%'c’g'ca" g:tgfe‘;f the following | Medical longer duration of symptoms,
histological features () Intestinal mucosal College, blood mixed stool, presence of
suggested by European | biopsy showing - a) Vellore, Tamil longitudinal ulcers and skip
evidence based AFB positive on Nadu lesions on colonoscopy and more
consensus on the histopathology or ;
diagnosis and Culture, and/or b) number of.colonlc
management of Crohn's | caseating granulomas, Jan 2006-Oct segments involved (p=0.004).
disease and/or c) large or 2007 Anorexia was commoner in ITB
i patients (p=0.008). Positive ASCA
treatment. was commoner in CD (30%) than
ITB (10%) but did not reach
statistical significance (p=0.1).
Li X, 130 CD and Based on the clinical, Fulfilled one Offmofe of | 3 centers in The clinical features helpful in
2011(11) 122 ITB ;i?é?}%r:é’ah;c" - ‘(:L)s‘;z;?;fa‘;umma on | South China differentiating CD from ITB are
histologic features and histology of diseased (Xiangya, 2nd hematochezia, intestinal surgery,
accorded WHO criteria | tissue (intestine, Xiangya, the perianal diseases, pulmonary
ggr?s[i)s‘t';hci:f:hsrx toms: ﬁggé‘;’;@m- or lymph affiliated tuberculosis, ascites, and positive
(1)discontinuous o (2)demonstration of ho§p|ta! of PPD _Skm test; the sensitivity,
segmental lesions AFB on smear or on university of specificity, accuracy, PPV, and
éizsesscsged bgrrfigg%!g ?é?“’l,"fniﬁ,ﬂ ESESES%M Jishou) NPV of regression mathematical
s ACE: (&) histologinal o model established by clinical
(2)cobblestening or microbiological June 2003 — features were 90.3, 76.8, 83.8,
longitudinal ulcers confirmed TB at February 2009 | 80.7, and 88.0%, respectively.

(assessed by radiology,
endescopy, or resected
specimen);

(3) transmural
inflammation {present
when a mass is
palpated clinically or in
a resected specimen or
a stricture was seen on

extraintestinal site;

(5) positive TB PCR;

(6) highly suspected
cases considered by the
combination of clinical,
ileo-colonoscopic and
histological features,
and sensitive response
to ATT.

The endoscopic features helpful
in differentiating CD from ITB
were rectum involved lesions,
longitudinal ulcer, cobblestone
appearance, fixed-open ileocecal
valve, transverse ulcer, and




radiology, endoscepy,
or resected specimen),
(4) non-caseating
granulomas (on
histology);

(5) fissures or fistulae
(found on clinical
examination and/or in
radiology/ resected
specimen);

(6) perianal disorders
(present clinically and/or
in histology/ resected
specimen).

A definite diagnosis was
made when either 1 + 2
+ 3 were present with
any one of 4/5/6 or
when 4 was present
with any two of 1/2/3.

rodent ulcer; the sensitivity,
specificity, accuracy, PPV, and
NPV of regression mathematical
model established by endoscopic
features were 82.9, 82.0, 82.5,
82.9, and 82.0%, respectively.

YuH, 53 CD and 43 | According totthe Bf;edfO]T one or more Nanfang On multivariate analysis,
managemen of the following ; : ;
2012(12) ITB N A o BT idieatisne: Hospital, !ongnudlnal ulcers was the
Europe and the Asia- (1)demonstration of Guapgong _ independent factor for CD, and
Pacific region. All caseating granuloma in | province, China | night sweat and presence of
patients had been histolegical sections, granuloma in tissue section
followed up = 1 year (2) radiological, and/or ; R
pathological evidence of | January 2001- Using thgase factors building a
active tuberculosis December model with ROC of 0.864 (95% Cl
elsewhere and dramatic | 2010 0.79-0.94)
respense to ATT, and
(3) strong suspicion of
tuberculosis by both
clinical and histological
characteristics, together
with a sensitive
response to ATT
Cheng L, 107 CD, 69 éccofdin? tOG ; Clinical an(dlendoscopic Wuhan Clinical and endoscopic scoring
coperative Group ol response (uicers H = H F q
2013(34) ITB e Bowr disappeared on follow University, ) system including a(_:t_lve
Disease of Chinese up endoscopy) to Wuhan, China pulmonary TB, positive PPD test,
Medical Association standard ATT 2 6 month perianal disease, extraintestinal
Response to Crohn's | without recurrence after | January 2011 | manifestations, involvement 2 4
disease therapy with follow up period = 9-12 to J ) |
follow up period > 1 months o January segmen_ts, rectal involvement,
year Presence of caseous 2012 longitudinal ulcers, cobblestone
Qfaﬂuloﬂ?a ?n ) appearance, and circular ulcers
pathoiggical sections had a positive diagnostic rate for
CD of 50.47% (54/107) and for
ITB of 66.67% (46/69)
Liu YY, 38 CD and 30 éccordfntg TDG ; (a1n)v of the fO"O;VinQi Renmin On univariate analysis, rural
ooperative Group © presence © 3 B 1 H .
2014(30) ITB, ' Infammatory Bowel Eaimaling brapiGias Hospital and patients with abdominal pain as
retrospectivel Disease of Chinese on histology of disease Zhon_gnan the first symptom and with
y collected Medical Association tissue (intestine, Hospital of transverse ulcer and caseating
from medical | 2007 ggg‘e";;_e”m‘ or lymph Wuhan granulomas were more common
records of (2)demonstration of University in the ITB group than the CD
hospitalized AFB on smear or on group, whereas urban patients
patients histological section; May 2007 to with stool change as the first
féé’."s'“ve cultire for 1 October 2012 | symptom, moderate or severe
(4) histological or anemia, thic;kening of intestinal
microbiological wall, rectal involvement, skipping
:fdnrgmggt;glfm distribution, prominent lymphoid
(5) positive result of aggregates, and irregular glands
TB-PCR; were more common in CD group
(6) highly suspected than ITB group (P < 0.05).
cases considered by the
combination. of clinical,
endoscopic, and
histolegical features and
sensitive response to
anti-TB drugs.
Larsson G, 37 CD and 38 gggg s digeﬁse (8250 Egr '("teslina' tlgb?fgmos‘\s Four South On multivariate analysis, weight
guigelines as per modairie % 2 5
2014(13) ITB, ‘ dnd Ménstement Patisliants EfpHas India Medical loss and nodularity
prospectively cORsensiis o and one or more of (b} Centers pf the mucosa were
consecutively | inflammatory bowel and {c) had to be independently associated with
collected. i E:I)ﬁgi?ﬂ)oscopic Oct 2009- ITB, with adjusted odds ratios of
EXC!Ude: HIV, - Exclusion of infectious apparent intestinal JU|y2012 8.6 (95%C| 21'356) and 189
malignancy enterocolitis tuberculosis: transverse {95%Cl: 3.5-102.8) respectively.

- Endoscopic: ileal
disease, rectal sparing,
confluent deep linear

ulcers, pseudopolyps,
involvement of fewer
than four intestinal

Right lower abdominal quadrant
pain on examination and
involvement of 2 3 intestinal




ulcers, aphthoid ulcers,
deep fissures, fistulae,
skip lesions {segmental
disease), cobble-
stoning

- Histological: focal
(discontinuous) chronic
(lymphocytes and
plasma cells)
inflammaticen and
patchy chronic
inflammation, focal crypt
irregularity
(discontinuous crypt
distortion) and
granulomas (not related
to crypt injury) Samples
from ileum: irregular
villous architecture

segments, patulous
ileocoecal valve

() Histological
evidence of
tubercles/granu omas
with caseation necrosis
in intestinal biopsies
(c) Clinical response to
ATT trial

segments were independently
associated with CD with adjusted
odds ratios of 10.1 (95%Cl: 2.0-
51.3) and 5.9 (95%CI: 1.7-20.6),
respectively.

Haung X, Newly Q,CCOfdiTs to‘ihE_ V\Q;FSO 3 't%tchorc:iﬂug e First Affiliated 12 features from univariate
. lagnoslic criteria =] 0 (ne rollowing criteria: H . N . N N
2015(17) diagnosed 25 | o cjinical. radiographic, | (1) the igentification of | HOSPital of analysis, including longitudinal
CD and 40 colonascopic, and Mycobacterium Nanchang ulcers, nodular hyperplasia,
ITB, histologic features tuberculosis by acid-fast | University cobblestone-like mucosa,
prospectively A Ko intestinal diseases, intestinal
collected. (2) the presence of Aug 2011 to fistula, the target sign, the comb
toesaing ganuiomas: | July 2012 sign, night sweats, the purified
exammgm ahid protein derivative test, the
{3) an improvement of interferon-y release assay (T-
clinical and endoscopic 3
S STOTT0) g s o i
eas mo of anli- I
therapy. scoring system. Each feature gave
+1 if favored CD or (-1) if favored
ITB.
Total score of the CD group was
3.12 £ 1.740, the average total
score of the ITB group was -2.58
+ 0.984, the best cutoff value for
the ROC curve was -0.5, and the
diagnostic area under the curve
was 0.997, which was statistically
significant (P < 0.001).
Singh B, 303 CD and On the basis of ECCO | On the basis of All India Relative to ITB, CD patients had
201548) | | 203178, | RIS IS | meeerome | Instiute of | higher frequencies of periphera
retrieve all endoscopic, and pain, constitutional Medical arthropathy (p<0.001), aphthous
medical histological features symptorrlws.band Sciences, New | stomatitis (p=0.01), any EIM
intesti struction), : H ’
records endi;f;ip?c features) Delhi, India (p<0.001), and multiple EIMs
(ileocecal area (p<0.001).
involvement, 2005-2012
ulcerations, nodularity,
and strictures),
histological features
(presence of
granulomas) and
microbiological tests
(presence of AFB on
smear examination or
culiure), and response
to ATT (Paustian's
criteria with Logan’s
modification)
Hatemi I, 40 CD, 20 [TB | Unclear Culture positive for MTB | |stanbul In a binary logistic regression
2012(37) DR o iy | University, model, fever, perforation,
Case-control by post treatment Turkey granuloma and high CRP levels
study colonoscopy were important to distinguish ITB
December from CD regarding endoscopic
1999- and radiologic findings.
September
2011
Study mainly focused on inflammatory markers
Liu S, 29CD, 301TB Clcijr}ic‘al manifgstaiioqs, ;'atrr\ilorlfl)gk\:al ﬂn?ir_lg's, Medical School | CRP was 20.2 + 4.26 mg/dL in CD
2013(36) and pathoiogical | and fuorescent | ©f Nanjing and 28.2 + 5.41 mg/dL in ITB
gical and fluorescent ¢ g
Case-control evidgncez I quantitative PCR University, (P=0.379).

study

Jinling Hospital,

ESR was 23.8 £ 3.18 mm/hr in




Nanjing, China

January 2008
and December
2011

CD and 27.6 % 4,55 mm/hr in ITB
(p=0.832)

Study mainly focused on endoscopy
Lee, YJ, 44 CD, 44 |TB Af‘t'gasgt I‘i""" .- ;“t”'ea,s‘ °”?t°f,‘he Asan Medical 4 parameters were significantly
Q € following criteria: ollowing critera: f s i s
2006(10) a) clinical history of a)histologic evidence of Center in more common in patients W'th_
abdominal pain, weight | caseating granulomas; | Seoul, Korea CD: anorectal lesions, longitudinal
loss, malaise, diarrhea, | b) histologic ulcers, aphthous ulcers, and
andfor rectal bleeding; demonstration of AFB; 2001-Jan
b)endoscopic findings of | c} growth of MTB on %‘383 0 cobblestone appearance
mucesal cobblestoning, tissue culture; d)
linear ulceration, skip clinical, colonoscopic, 4 parameters were signiﬁcantly
areas, or perianal radiclogic, and/or : -
disease; operative evidence of more common in ITB:
¢) radiologic findings of | ITB with proved involvement of fewer than 4
stricture, fistula, tuberculosis elsewhere;
mucosal cobblestoning, e) response to ATT Segments, a patulous IC Valve’
or ulceration: without subseguent transverse ulcers, and scars or
d) macroscopic recurrence in patients pseudopolyps
appearance of bowel- with clinical,
wall induration, colonoscopic, .
mesenteric radiologic, and/or The scoring system from the
lymphadenepathy, and operative evidence of above parameters could make the
,;LZ?&'Q?“;“ a ITE diagnoses correctly in 77 of 88
e) pathologic findings of patients (87.5%).
transmural inflammation
and/or epithelicid
granulomas
Studies mainly focused on pathological findings
Pulimood 20 CD, 20 ITB | Onthe basis of well- On the basis of well- Christian The histological parameters
AB, were selected | Sobished clinical sk v Medical characteristic of ITB were multiple
1999(31) out of a total radiological, and radiological, and College, (mean number of granulomas per
of 81 CD and histological parameters. | histological parameters. | Vellore, Tamil pos
138 ITB Two cases were Nadu, India Sggtlona-ms)' '?{%2 e
diagnosed by response ' widest diameter:193 um), )
to ATT confluent granulomas often with
1986-1996 caseating necrosis. Other features
were ulcers lined by conglomerate
epithelioid histiocytes and
disproportionate submucosal
inflammation,
The features characteristic of
Crohn’s disease were infrequent
(mean number of granulomas per
section: 0.75), small (mean
widest diameter: 95 ym)
granulomas, microgranulomas
(defined as poorly organized
collections of epithelioid
histiocytes), focally enhanced
colitis, and a high prevalence of
chronic inflammation.
Pulimood 31CD, 33ITB OMQP bﬁsiSOff al " On lg? bﬁsis Off a[ ot Christian The salient distinguishing features
comoination of clinical, combinaticn of clinical, H
AB, (3CD,21TB rdiologlcs), radiological Medical of TB were granulomas larger
2005(49) were part of endoscopic. and endoscopic, and College, than 400 um in maximum
their earlier histological features. histological features. Vellore, Tamil i i i
Al i s Diamath: faSponEe 15 dimension, more than four sites
equired mi i i ) )
study(31)) yoar follow Up bk Nadu, India of granulomatous inflammation
per site, caseation, a band of
1996-2000

epithelioid histiocytes in ulcer
bases and location of granulomas
in the caecum.

The salient features of CD were
granulomas not showing any of
the above features, focally
enhanced colitis, pericryptal
granulomatous inflammation, and
the presence of architectural




alteration/activity/chronic
inflammation/deep ulceration at
sites that did not show
granulomatous response in the
same or adjacent segments.

Kirsch R, 25CD, 181TB B'?Sgedlon S_S*Iabl_ishled aﬁ;sed on N Groote Schuur | Parameters helpful in diagnosis;
clinical, radiological, emonstration : Lo .

2006(45) " histological, and AFB in histological Hospital, Cape Clrr!lcal pargmeter. chest
Consecutive microbiological sections(n = 12); Town, South radiographic features of TB (56%
patients parameters. (2) culture of MTB from Africa VS 0%)’ perianal fistulae (O% Vs

lenic bi 3 ¢
ket <oy 40%) and extraintestinal
P : 1984-2004 ; i 0
(3) positive sputum manifestations of CD (0% vs
culture and prompt 40%)
response to ATT (n = .
2 cp,r ¢ Pathological parameters
(4) strong suspicion of differentiate ITB and CD:
e ;’IL’C‘; Z';gf:; L confluent granulomas, =10
fogether with a prompt granulomas per biopsy site and
response to ATT (n = €aseous necrosis.
2k Pathological features observed
more in ITB: granulomas
exceeding 0.05 mm? (67% v 8%),
ulcers lined by conglomerate
epithelioid histiocytes (61% v
8%) and disproportionate
submucosal inflammation (67% v
10%).
Jin XJ, 42 CD, 55 ITB f\tulea_st two of the ;‘\t"'ea?" lWO,tOthe Inha University | The sensitivities and specificities
ollowing oliowing criteria : . 3 .
2010(7) criteria: {1)demonstration of HOSpltal, of the TB'PCR.tGSt by kit <A>, kit
(1) clinical history of AFB on histologic Incheon, Korea | <B>, and the in-house PCR
abdominal pain, examination of Ziehl- method were 88.9% and 100%,
malaise, diarrhea, Neelsen stained i
andfor rectal bleeding; | sections; Lot 88.9% and.100°/9,_and 66.7%
(2) endoscopic findings | (2) positive MTB and 100% in positive and
of mucosal culture; i H
cobblestoning, linear (3) radioclogic, hegative Contmls’ resDethew
ulceration, skip areas, colonoscopic, and/or
or perianal disease; operative evidence of A combination of histologic
(3) presence of ITB with proven i i i
enterocutaneous or tuberculosis elsewhere; ﬁncﬂngs and TB .PCR te.Stmg led to
entero-enteric fistulae and an increase of diagnostic
:nd.for chror;ic perianal (4)hr95{:onse to ATT sensitivity and the increase (from
isease; an withou 0, it
(4) resolution of subsequent recurrence 4,7'3_ % to 58_'2) was Statlstlca”y
symptoms and in patients with significant with kit <B> (P =
morphological radiologic, 0.000).
(endoscopic and colonoscopic, and/or
histological) features operative evidence of
after corlicosteroid and ITB.
5-ASA therapy
Studies mainly focus on PCR
Amarapurk 20CD, 80 ITB Bajed On_clinicdeﬂ. Ar}tv f_:ftht,e foﬂowingr Jagjivanram Tissue PCR was positive in 21.6
endoscopic an criteria: Presence o 0 0
ar DN, radiclogical parameters AFB on histology or We:Stem Yo cases of ITB and 5 % CD.
2004(32) with exclusion of IT8, positive AFB culture, Railway
biopsy showing either presence of caseating Hospital and
non-specific or non-caseating BYL Nair Ch
inflammation or non- granulomas on biopsy, H ital and
caseating granulomas associated evidence of ospiia Ian
with negative AFB active TB at other sites | TN Medical
smear or culture, which were confirmed College,
evidence of extra- on biopsy or on AFB :
intestinal culture along with a Mumbai
manifestations, good complete response in all
clinical response to patients to ATT 2001
steroids and failure of
clinical improvement
after ATT
Fei BY, 36 CD, 29 ITB Bﬁ"%ﬁ Ohﬂ gelll-_ | ff”\tnlea_si Gnﬂ_tof_lhﬂ Zhejiang Fecal FQ-PCR for MTB was
established clinical, oliowing criteria was ;. e . 0,

2014(8) Gndcecoiic o Provmqe poslltwe in 24 (82.8%) ITB

radiological, and 1) histological evidence | People's patients and 3 (8.3%) CD

histological parameters
in accordance with the
criteria in the literature

of a caseating
granuloma,

2) histological
demonstration of AFB,
3) intestinal
granulomatous
inflammaticn

accompanied by

Hospital, China

June 2010 -
March 2013

patients.

Tissue PCR was positive for MTB
in 16 (55.2%) ITB patients and 2
(5.6%) CD patients.

Compared with tissue FQ-PCR,




histolegically or
microbiologically
confirmed
extraintestinal TB, and
4) a positive MTB
culture.

Response to 2-3
months of ATT in
uncertain cases

fecal FQ-PCR was more sensitive
(P=0.02).

Studies mainly focused on CT enterography

Park YH, 64 CD, 171TB 2ffg1lhj following criteria s ?;The following Seerance On univariate analysis, segmental
of the Japanese criteria: . . . -
2013(44) diagnostic criteria were (1) caseating granuloma HOSp't,al' involvement, comb sign, ﬂbmfatty
met: on the histologic Yonsei, Seoul, | changes, moderate wall
(1) clinical history of examination, Korea i i i
abdominal pain, weight (2) histologic thICk.enlr.lg’ and aSYmr.n.emc
loss, malaise, diarrhea, | demonstration of AFB, distribution were significant
and/or rectal bleeding; | (3) isolation of MTB on | Y@Nn2006- predictors for CD.
(2) endoscopic findings | tissue culture, and Aug2011
of mucosal cobblestone, | (4) tuberculosis PCR.
linear ulceration, skip
areas, or perianal
disease;
(3) radiclogic findings of
stricture, fistula,
mucosal cobblestone,
or ulceration;
(4) macroscopic
appearance of bowel
wall induration,
mesenteric
lymphadenopathy, and
“creeping fat” on
laparotomy; and
(5) pathologic findings
of transmural
inflammation and/or
epithelioid granulomas
Zhao HS, 141 CD, 47 3%9330' Onh‘he clinical, 1 _?f the following Ruijin Hospital, | On univariate analysis, CT
radiograpnic, criteria: H . . z x
2014(15) ITB cmon%sfopic‘ and S Y — Shanghai, findings indicative of CD were
histological features and | caseating granuloma on | China involvement of the left colon,
Inpatients accorded with the WHO | histoiogy of diseased asymmetric pattern of
criteria tissue (intestine, Jan 2008- i
peritoneum, or lymph involvement and abscess, comb
nodes) or noncaseating March 2013 sign.
well-formed
ranuloma(s) consistin . S
gf Langhan('s)giant ce!lg CT findings indicative of ITB were
with epithelioid cells the distribution of the lymph
;;’:;hpﬁ;’fngg?’a‘ cHf.of nodes along the right colic artery,
(2) presence of AFB on contracture of ileocecal valve,
smfi_ar or on histological fixed patulous ileocecal valve and
ion; . :
(sae)cposi’tive e lymph nodes with central necrosis
AFB;
(4) associated
active pulmonary TB; or
by the absence of other
disease on histological
examination of the
biopsy obtained from
the colonic lesions,
along with a successful
ATT.
Kedia S, 54 CD, 501TB gn the basis of the An“?ppm_?r:i?':e clinical | Al India On multivariate analysis, ileocecal
uropean setting wi e = .
201 5{1 4) . Crohg's and Colitis demcnstration of lnStlt,Ute of mvolvement, lo”g'SEQment
Only patients | organization guidelines, | necrotizing granulomas | Medical involvement and the presence of
who with a combination of on histopathology or Sciences

underwent CT
before
treatment

clinical, endoscopic and
histological features

failed to response to
ATT and subsequently
response to oral
steroids/CD specific
therapy in indeterminate
cases

demonstration of AFB
on histopathology or
culture of intestinal
tissue

response to ATT in
indeterminate cases

Aug 2008-July
2011

lymph node 21 cm were

statistically significant.

Based upon these variables, a risk

score (with values ranging from 0

to 3) was generated,

o scores 0 and 1 having
specificity of 100 % and 87
%, respectively, and PPV of
100 % and 76 %,
respectively, for ITB

e scores 2 and 3 having
specificity of 68 % and 90 %,
respectively, and PPV of 63




% and 80 %, respectively,
for CD

Mao R, 67 CD, 38 ITB | Atleasttwo of the Atleast one of the The First On multivariate analysis,
2015(16) (@) cinica istoryof | (s oasasing granuioma | Affliated segmental small bowel
COUSECUUVE abdominal pain, weight | on histological Hospital of Sun | involvement (OR 0.104, 95%CI
patients loss, malaise, diarrhea, | investigation; Yat-sen 0.022-0.50), and comb sign (OR
andlor rectal bleeding; (b)demonstration of iversi ' .
Inelusion criteria {b)endoscopic findings | AFB on histological gn ers';y' _0-02: 95%CI 0.003-0.26) were
() presence of of mucosal investigation; uangzhou, independent factors of Crohn's.
subjective cobblestoning, linear {c) MTB found on tissue | China
Iceration, culture; or g ;
;YCTE%ES‘ skip areas, or perianal (d) clinical and The Eirst Combm“']g CTE and colonoscopic
abdominal pain disease;, endoscopic response Affiliated findings increased the accuracy of
and/or diarrhea; | (€) radiologic findings of | after 8 months of ATT : diagnosing either CD or ITB from
(il) definite lesions | Stricture, fistula, without subsequent Hospital of = i
suspecied on mucosal cobblestoning, | recurrence Nanchang 66.7% to 95.2%.
or ulgeration; i .
ﬁjéog?%cgp pieing (d) macroscopic University,
(il the patient appearance of bowel- Nanchang,
was not receiving | Wall induration, China
ATT: mesenteric
Bt i lymphadenopathy, and
(iv) the patient 1 : )
had not received creeping fat” at The Second
biological therapy | '2Parotomy; and Xiangya
or (ri)t patholog\? findings Hospital of
h .| oftransmura
Ln;n;;ngsu&%ﬁﬁsi inflammation and/or Central
the previous year | SPithelioid granulomas South
Exclusion criteria | - f@SPonse to Crohn’s University,
(i) history of treatment Changsha,
intestinal China
resection;
(ii) diagnosis was
uncertain or was June 2011-
changed from CD Dec2013
or ITB to another
disease during
follow-up.
Studies mainly focused on interferon-gamma releasing assay and ASCA
Makharia 59 CD, 30 On the basifs of the Ohn ihetba_sirs Of! . All India There was no significant
presence 0 characteristic clinica : . ;
GK, ITB, 25 UC, characteristic clinical features (abdominal lnSt'?Ute of difference in ASCA IgA (33.9% vs.
2007(56) 21 healthy manifestations (chronic | pain, constipation Medical 43.3%), ASCA IgG (50.86% vs.
subjects diarrhea, hematochezia, and/or diarrhea, Sciences, New 46.6%), or ANCA (10.7%, 7.4%)
abdor_mnaE pain, a‘nd constltuhon;l ) De[hi, India in patients with CD and IT
intestinal obstructive symptoms, intestinal p '
manifestations), obstruction), . respectively.
endoscopic features endoscopic features (not mention to
(skip lesions, (ileocecal area year of
asymmetrical involvement, 4
involvement, deep ulcerations, nodularity, recruitment)
ulcers, aphthous ulcers, | and strictures),
ileocecal valve histological features
involvement, and (presence of caseating
terminal ileal granuloma),
involvement), and microbiological test
histological evidence (presence of
(acute or chronic colitis, AFB on the smear
presence of examination or
inflammation extending demonstration of AFB
beyond muscularis by PCR), and/or
mucosae, lymphoid response to ATT
follicles, and
noncaseating
granuloma)
Ghoshal U, 16 CD, 16 Based on endoscopic, | Demonstration of AFB | Sanjay Gandhi | 50% of ITB, 62% of CD, 26% of
2007(s6) | | 1B, e v e | ool |, | Posigraduate | UC, and 8.3% of non-T80 control
38 controls at laparotomy in some with or without Institute of subjects tested positive for ASCA
(35 UC, 11 patients granuloma at histology Medical in serum.
and response to ; i ,
healthy hotlaitadd Sciences, | The positive rate in ITB and CD
subjects, 1 Lucknow, India | \yere not statistically different.
colonic
carcinoma) Jan 2001 - Dec
2003
Prospective
case-control
study
Lee JN, 60 patients Clnical manifestation, Any of the following: Pusan National | The sensitivity, specificity, PPV,
2010(47) | | @4CD 12 | csopcidnen | (hpemercest/E | University | and NPV of T-SPOT.TB for
ITB, 2 findings. with an (2) positive culture for Hospital, Korea | diagnosis of ITB were 100%,
Behcet's exclusion of ITB, and AFB; 83.3%, 60.0%, and 100%

response to treatment

(3) presence of caseous




disease)

(potentially
duplicated data
with the study by
Beak et al.
However, in Beak,
only IGRA results
were presented.
We included only

for CD

granuloma in
histological section;

(4) responded to ATT in
clinical suspicious
cases. The response
was confirmed by follow
up colonoscopy at 2-3
months.

January 2007
to January
2009

respectively.

the clinical
manifestation and
endoscopic
findings of this
study in our
analyses)
Kim YS, 72CD, 75 dT_he Jap;ggf? ) f\tulea_st On?tOI_;he 13 hospitals in | ASCA positive in 44% of CD,
iagnos iteria ollowing criteria:
2011(38) ITB, 20 9 2 histolagic avidence of | <0T€2 13.3% of ITB, and 15% of healthy
healthy caseating granulomas; control (p<0.01)
controls bhistologic i June 2007-
stration ; o F
e 4l Nov2008 IGRA positive in 9.7% of CD,
tissue culture. 66.6% of ITB (p<0.01)
Response to ATT in 2-3 . -
mm‘fhs in uncertain In cases which ASCA positive/QFT
cases negative, the sensitivity,
specificity, PPV, and NPV for the
diagnosis of CD were 44.4%,
96.0%, 91.4%, and 64.3%,
respectively
LY 65CD, 191TB g.’:se"ﬁ?fta" least 3 mg bt Peking Union On multivariate analysis, T-
ifferent histologic emonstration o : :
2012(2) features; or presence of | AFB on histological Medlc;al Collfage SPOT.TB (Hazard ratio 7.0, 95%
non-caseating examination of Ziehl- Hospital, China | CI 1,9-25.7) was found to be a
e ey | o s good predictor for ITB diagnosis.
one other feature; or (2) positive MTB Jung 2008 The sensitivity, specificity, PPV,
resolution of symptoms | culture; Feb2010 and NPV of T-SPOT.TB were
and morphologic (3) radiological, 84.2%, 75.4%, 50.0%. and
(endoscopic and colonoscopic, and/or i i i Sl |
radiographic) features operative evidence of 94.2%, respectively
after 3 to 12 months' ITB with proven TB
treatment of elsewhere; and
corticosteroid and 5- (4) response to ATT
ASA preparations or without subsequent
anti-TNFa biologics. recurrence in patients
with radiological,
Histological features colonoscopic, andfor
included; operative evidence of
(1) normal mucus ITB.
content in the goblet
cells of the inflamed
region;
(2) lymphocyte
aggregation in the
mocosa and
submucosa:;
(3) non-caseating
granulomas;
(4) longitudinal
ulcers/fissures; and
(5) transmural
inflammation or
inflammation beyond
mucosa
Morphological features
included
(1)discontinuous/segme
ntal and asymmetrical
mucoesal involvement;
{2) deep mucosal
longitudinal
fissures/ulcers;
(3) transmural
inflammation;
(4) rigid and strictured
intestinal wall; and
(5) presence of
enterocutaneous or
entero-enteric fistula
and/or chronic perianal
disease.
Lei, 103 CD, 88 According to the WHO | According to the IBD center of Abnormal pulmonary X-ray,

diagnostic criteria

following criteria: (i)




2013(3) ITB gigghfﬁg?tlrt:; :.2 MZB by Zhongnan ascites and lesions of both cecum
cuire it Biopsies. Hospital and ascending colon were more
specimens; associated with ITB, while
ggs%;i?:nceracgummas 2003-2011 intestinal surgery and lesions of
in histologiea) both ileum and adjacent colon
examination or were more commonly seen in CD.
gl'l'll lgf;‘;\‘??:é‘é :;Opic Significant diagnostic concordance
disease activity after at was found using T-SPOT.TB (k =
least 3 months 0.786) by consistency test. The
of anti-T8 therapy. sensitivity, specificity, PPV and

NPV were 86%, 93%, 88% and
91%, respectively.
) | & | ey Temear | Soarkon erana | anam Song | ostive QFT-G feot resuls were
2009(50) ITB, 30 ﬁistclogic finding, by in the histologgic findings Do Hospital, found in 27 ITB (90%), 6 CD
volunteers typical endoscopic or by a clinical and Song Do (14.6%), and 2 normal volunteers
findings, and by clinical | endoscopic response to | Colorectal (6.7%). Significant difference was
symplome ATT for 3 months Hospital, Korea | noted between the ITB and the
uns S006: CD patients (p<0.05).
June 2008
Baek DH, 59 CD, 31 ITB | Nodata No data Pusan National | The sensitivity and specificity,
2013(51) University PPV, and NPV of T-SPOT.TB blood
College of test for ITB were 100%, 78.1%,
Medicine, 68.9%, and 100%, respectively
Busan, Korea
January 2007-
January 2011
Kim SK, Overall 75, 11 | Nodata No data Kyungpook The sensitivity, specificity, PPV,
2013(54) CD, 22 ITB National and NPV of QuantiFERON-TB Gold
University, In-Tube test for ITB were 54.2%,
Daegu, South | 64.2%, 56.5%, and 79.1%,
Korea respectively.
October 2007-
December 2011
HeY, 108 CD, 40 No data No data First Affiliated The sensitivity and specificity,
2014(52) ITB Hospital, PPV, and NPV of T-SPOT.TB blood
SunYat-Sen test for ITB were 95.0%, 85.4%,
University, 67.8%, and 98.1%, respectively
China

Kakkadasa 53 colonic No data No data Medical Trust The sensitivity, specificity, PPV,

m ulcers (35 CD, Hospital, and NPV of QuantiFERON-TB Gold

Ramaswa 18 ITB), 30 Ernakulam, test for ITB were 94.4%, 85.7%,

mi P, normal India 77.2%, and 96.7%, respectively

2014(53) subjects

R, retrospective; P, prospective; NA, no data available; CD Crohn’s disease; ITB intestinal tuberculosis; MTB
Mycobacterium tuberculosis; AFB acid fast bacilli; ATT anti-tuberculous therapy; PPV positive predicted value;
NPV negative predicted value; OR odds ratio; Cl confidence interval; ROC Receiver-operating characteristic:
WHO World Health Organization; PCR polymerase chain reaction; CTE CT enterography; ASCA Anti-

Saccharomyces cerevisiae antibody; IGRA interferon-gamma releasing assay




Table S3. Evaluation of study bias using QUADAS-2 tool

Author, year Risk of bias
Patient Index Reference Flow and
Selection Test Standard Timing
Liu TH, 1981(28) High Low Low Unclear
Zhou ZY, 2006(46) Low Low High Unclear
Amarapurkar DN, High Low Low Low
2008(33)
Gu Q, 2009(35) Low Low Low Unclear
Makharia GK, High Low Low Low
2010(8)
Pulimood AB, Unclear Low Low Low
2011(29)
Dutta AK, 2011(1) Low Low Low Low
Li X, 2011(11) Low Unclear Low Low
Yu H, 2012(12) Low Low Low Low
Hatemi |, 2012(37) High Low Unclear Low
Cheng L, 2013(34) Low Low Low Low
Liu YY, 2014(30) low Low Low Unclear
Larsson G, 2014(13) Low Low Low Low
Haung X, 2015(17) Low Low Low Low
Singh B, 2015(48) Low Low Low Low
Studies mainly focused on inflammatory markers
Liu S, 2013(36) High Low Low Low
Studies mainly focused on calonoscopic findings
Lee YJ, 2006(10) Low Low Low Low
Studies mainly focused on pathologic findings
Pulimood AB, High Low Unclear Low
1999(31)
Pulimood AB, High Low Low Low




2005(49)

Kirsch R, 2006(45) Low Low Low Unclear
Jin XJ, 2010(7) Low Low Low Low
Studies focused on polymerase chain reaction results

Amarapurkar DN, Unclear Low Low Unclear
2004(32)

Fei BY, 2014(8) Low Low Low Low

Studies mainly focused on computed tomography enterography findings
Park YH, 2013(44) Low Low Low Low
Zhao HS, 2014(15) Low Low Low Low
Kedia S, 2015(14) High Low Low Low
Mao R, 2015(16) Low Low Low Low
Studies mainly focused on interferon-gamma releasing assay and ASCA

Makharia GK, Unclear Low Low Unclear
2007(56)

Ghoshal U, High Low Low Low
2007(55)

Lee JN, 2010(47) Low Low Low Low
Kim YS, 2011(38) Low Low Low High
LiY, 2012(2) Low Low Low Low
Lei Y, 2013(3) Low Low Low Low
Moon G, 2009(50) Unclear Low Unclear Low
Baek DH, 2013(51) Unclear Low Unclear Low
Kim SK, 2013(54) Unclear Low Unclear Low
He Y, 2014(52) Unclear Low Unclear Low
Kakkadasam Unclear Low Unclear Low

Ramaswami P,

2014(53)




Table S4 Sensitivity analyses selecting for the studies with low bias

Findings No. of Positive Positive Odds | 95% ClI [ I?(%) +LR -LR | +LR | -LR

studies | inCD (%) | inITB (%) | ratio forCD | for for for

for CD CD ITB ITB
Demographic data
Male gender 12 513/772 | 255/502 1.89 1.49 - ] 1.31 068 | 0.76 | 1.47
(1-3, 8, 10, 12, 13, 15-17, (66.5) (50.8) 2.40
34, 44)
Clinical manifestations
Abdominal pain g* 537/616 | 315/375 1.22 0.84- 0
(1-3, 8,12, 13, 15, 34, 47) (87.2) (84.0) 1.78
Diarrhea g* 378/615 189/370 1.48 0.96— 56.8
(1-3,8, 12, 13, 15, 34, 47) (61.4) (51.1) 2.08
Hematochezia 7 180/535 63/325 1.55 1.20- 0 1.74 0.82 | 0.58 | 1.21
(1-3, 8,12, 15, 34) (33.6) (19.4) 2.01
Perianal disease 6 99/411 10/230 5.00 2.52— 0 554 | 0.79 | 0.18 | 1.26
(1, 8,12, 15, 34, 47) (24.1) (4.3) 9.94
Obstruction 6 91/513 24/278 2.31 1.42- 0 2.05 0.90 | 049 | 1.11
(2, 3,12, 15, 34, 47) (17.7) (8.6) 3.76
Abdominal mass 5 41/358 16/249 1.45 0.76— 0
(1-3, 12, 34) (11.4) (6.4) 2.76
Fever 9 192/615 165/374 0.53 0.40- 0 0.70 1.23 | 1.41 | 0.81
(1-3, 8, 12, 13, 15, 34, 47) (31.1) (44.1) 0.71
Weight loss 6 317/471 209/314 0.87 0.38— 84.0
(1,3.12, 13, 15, 34) (67.3) (66.6) 2.00
Night sweat 5 38/402 85/207 0.16 0.09- 12.3 0.23 1.54 | 434 | 0.65
(2, 8,12, 15, 34) (9.5) (41.1) 0.26 ‘
Anemia Not done due to limited number of low-bias studies
Lung involvement 5 36/467 108/264 0.14 0.07- 40.9 0.19 156 | 5.31 | 0.64
(2,3,12, 15, 34) (7.7) (40.9) 0.26
Ascites 7 26/496 55/245 0.17 0.07- 34.0 0.23 1.22 | 4.28 | 0.82
(2,3, 8,12, 15, 44, 47) (5.2) (22.4) 0.38
Extraintestinal 5 180/684 43/437 3.74 2.60— 0 2.67 0.82 | 0.37 | 1.22
manifestations (26.3) (9.8) 5.40
(1, 3, 15, 34, 48)
Endoscopic findings

Longitudinal ulcers 8 195/446 19/278 9.13 5.32— 37 6.39 | 0.60 | 0.16 | 1.65
(1,2, 8,10, 12, 16, 34, 47) (43.7) (6.8) 15.68
Transverse ulcers 8 771446 148/278 0.15 0.10- 0 0.32 177 | 3.08 | 0.57
(1,2, 8,10, 12, 16, 34, 47) (17.3) (53.2) 0.22




Aphthous lesions 7 119/374 42/278 3.12 1.40- 68.3 2.1 0.80 | 047 | 1.24
(1,8,10,12, 13,18, 34) (31.8) (15.1) 6.98
Cobblestone 7 108/402 20/266 3.76 2.06— 15.5 3.57 0.79 | 0.28 | 1.26
appearance (26.8) (7.5) 6.85
(1, 2,8, 10, 12, 16, 34)
Patulous ileocecal 5 29/297 64/210 0.21 0.09- 43.3 0.32 1.30 | 312 | 0.77
valve (9.8) (30.4) 0.48
(1,10, 12, 16, 34)
Pseudopolyps 7 131/339 73/209 1.33 0.57- 753
(1,2, 8,10, 12, 18, 47) (38.6) (34.9) 3.10
Stricture 5 70/219 26/128 1.68 0.91- 0
(1.2.8,10, 47) (31.9) (20.3) 272
Mucosal bridging Not done due to limited number of low-bias studies
Skipped lesions Not done due to limited number of low-bias studies
Nodularity Not done due to limited number of low-bias studies
Location of involvement by colonoscopy
Not done due to limited number of low-bias studies
Pathologic findings
Granuloma 7 88/263 1581240 0.25 0.13- 54.3 0.51 1.85 | 1.97 | 0.51
(7, 8,10, 12, 13,17, 47) (33.4) (65.8) 0.50
Other pathologic Not done due to lim‘ited number of low-bias studies
findings
Computed tomography enterography findings
Short segment Not done due to limited number of low-bias studies
Wall stratification Not done due to limited number of low-bias studies
Asymmetrical wall 3 133/262 | 3/96 (3.1) | 26.74 8.68- 0 16.24 | 0.51 | 0.06 | 1.97
thickening (50.7) 82.42
(15, 16, 44)
Comb sign 3 228/262 18/96 43.69 | 20.82- 0 4.64 0.16 | 0.22 | 6.26
(15, 16, 44) (87.0) (18.7) 91.69
Fibrofatty 3 118/262 12/96 5.35 2.58— 7.5 3.60 0.63 | 0.28 | 1.59
proliferation (45.0) (12.5) 11.10
(15, 16, 44)
Serology
Positive IGRA 3 21/157 90/101 0.01 0.00- 71.4 0.15 795 | 866 | 0.12
(2,3,17) (13.4) (89.1) 0.09

Positive ASCA

Not done due to limited number of low-bias studies




CD, Crohn's disease; ITB, intestinal tuberculosis; OR, odds ratio; Cl, confidence interval; LR,
likelihood ratio; IGRA, interferon-gamma releasing assay; ASCA, anti-Saccharomyces cerevisiae

antibody

*Total numbers of patients are not equal although the studies included are the same between these 2

parameters because diarrhea was not reported in all subjects in one study



Supplementary Figures Forest plots of each predictive variable
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Age
Author{s) and Year Maan difforence. S5%C|
Huang. 2015 . ALI2[7.56, 468
Mao, 2015 . 11401654, -6.26]
Kedia, 2015 . 280[ 256, 8.18)
Lit, 2014 . DT 761, 6.03)
Znao. 2014 [ -3.80( -9.00, 1.22]
Fel. 2010 (] 140( 447, 127)
Cneng, 2013 . 010 4.36, 4.56)
Lel, 2013 LI .80 5.06. 3.48]
Liu. 2093 o -260( -8.67, 3.47]
Yu, 2012 L] 2.90( 710, 1.30)
L2012 I ' 4.00( 387, 11.87)
Hateml, 2012 . 1.60( 483, 8.03]
u,20m i} DA0[ 422, 342)
Dutz, 2011 .oy A20[ .47, 577)
Kim, 2011 ] 18,10 1948, 110.72]
tAakharia, 2010 - L70( 143, 8.83]
Cu, 2000 b 100( -3.88, 7.38]
Amarnpurkar, 2008 - 060 555, £35)
Zhou, 2006 e 240 492, 9.72)
Amarapurkar, 2004 ] 200150, 5.50]
Kirsch, 2006 - 290[10.24, 444]
usi\a_;;!d:l? P - old age 171 (398, 0.55)

Author(s) and Year

Kedia. 2015
Larsson , 2014
Liu, 2014

Fei. 2014

Zhao, 2014

Lel, 2013

Chang, 2013

Yu, 2012

Li, 2012

Li, 2011

Pulimood. 2011
Dutta, 2011
Makharia, 2010
Lee, 2010

Gu, 2009
Amarapurkar, 2008
Zhou, 2008
Amarapurkar, 2004

RE Model
=432

Author{s) and Year

Liu, 2014
Zhao, 2014
Fel, 2014

Lel, 2013
Cheng, 2013
Yu, 2012

Li, 2012

Li, 2011

Dutta, 2011
Makharia, 2010
Gu, 2009
Amarapurkar, 2008
Zhou, 2006
Llu, 1981

i T T
T 000 000 WO 2000
Mean Difterence

Abdominal pain

favors TB favors Crohn's

)
000 002 014 100 739 5460
0dds Ratio {log scalo)

Hematochezia

Odds Ratio,95%Cl

0.22(0.06, 0.85]
0.71[0.15, 3.40)
0.43[0.12, 1.54]
2.87 [0.65. 12.66 )
1.73 [0.60, 4.97)
0.81[0.39, 2.12]
1.26[0.58, 2.73)
0.80[0.21, 3.05]
2.62[0.66, 10.49
1.45(0.74 . 2.83]
160 [0.70, 3.69]
0.64[0.22, 1.87)
0.24[0.08, 0.72]
260[0.52, 12,93 )
8.30[0.96 , 71.72]
0.34[0.09, 1.31)
0.43[0.01, 261)
1.38[0.27, 7.13]

0.07 [0.67, 1.41]

Odds Ratlo,05%Cl1

0.99 (044, 2.19]
1.85[1.07, 3.21)
161068, 3.77]
119 [0.70, 2.03]
1.83[1.02, 3.28]
1.89[0.97, 3.70]
078035, 1.71)
438223, 8.81)
11.00 [1.51, 79.96]
4.00(2.14, 7.48)
445140, 1d.25)
8.00 1,08, 58.50 ]
2.00[0.55, 7.27]
397 (1.15,13.74]

RE Model
F=573

favors T8 favors Crohn's

014 1.00 739 54.60
Relative Risk (log scale)

213[1.52, 2.08)



Author(s) and Year

Perianal disease

_ Odds Ratlo,95%C1

Lo 4 i [} ‘
Zhao. 2014 —_——
Fer, 2014 .
Cheng. 2013 -
v, 2012 b
Hatemi. 2012 ] T S —
L2011 i L
Pulimood, 2011 _—
Dums. 2011 —_—
K 2011 i .
Makharia, 2010 L
Lee 2010 i ERE .
#“rsch, 2008 .
Amarapurkar , 2004 .
Lo 1981 i
RE Model <
F oo favors TB favors Crohn's
|
014 100 739 5460 2980.06

Odds Ralia iog scale)

Abdominal mass

Author(s) and Year

Liu, 2014 .
Lel, 2013 el
Cheng. 2013 .
Yu, 2012 —_——

L, 2012 - ‘
Pullmood, 2011 e |

Dutta . 2011 — i
Amarapurkar, 2008 —_—
Zhou, 2008 I e
Amarapurkar , 2004 —_—
Liu, 1981 -l

RE Medol >

r o tavors T8

002 014 100 7.39
Odds Ratla (log scale)

415(105  1643)
215612.88, 16134)
800(094. 8826]
294[1.05. 826]
4770098, 2308)
1411078, 254.41)
565(189, 17.08)
4.59(054, 38.74]
446(047, 42.51]
81.06[482.1363.10]
530{163, (717]
962(053. 174.92]
18.42(212, 160.34)
16.35[075. 356.02]
1319069, 25252]

611[392. 951)

Odds Ratio,85%CI

4.3 10,86, 21.91]
114 [0.25, §.25)
4.2310.92, 19.63]
116 (0,34, 3.04]
1.22[0.35, 4.23]
0.47{0.16, 1.42]
1.00{0.13, 7.60)
0.46[0.08, 2.75]
0.78 [0.27, 2.12]
1.33[0.40, 4.40)
1.41(0.46, 270

1.10[0.75, 1.82]
Ttavors Crohn's

54 60

Weight loss

Author(s) and Year Odds Ratlo,95%Cl
Kedia, 2015 . ' 1.38(035,548]
Larsson, 2014 —— 0.23[008,060]
Liu, 2014 —_— 058(022,154]
Zhao, 2014 b 314 [1.57.6.27])
Lei, 2013 — 0.58[0.32,1.03]
Cheng . 2013 B et 1.85[0.85,4.04 )
Yu, 2012 S 148[0.58,3.79]
Hatemi, 2012 . 0.08[0.02,0.234])
Li. 2011 [ Tl 0.78[0.45,1.28)
Dutta, 2011 . 033[0.41,085]
HMakharia, 2010 | - 025[0.10,061]
Gu, 2000 . 1.25[0.45,3.49]
Amarapurkar, 2008 —_— 083[0.25,276]
Zhou, 2006 — ] 046[0.08,275]
Amarapurkar, 2004 Pl eete—rt 047 [0.14,151]
RE Model - 0.67 [ 0.42 ,1.07}
F.734 rnwnr‘s__:_rﬁ favors Crohn's

0.6z 0.14 1.00 7
Qdds Ratio (log scale)

39

Intestinal obstruction

Author(s) and Year

Kedla, 2015
Zhao, 2014
Liu, 2014
Lei, 2013
Cheng, 2013
Yu, 2012

Li, 2012 o

Li, 2011 -
Pulimood, 2011 o
Makharla, 2010 e

Lee, 2010 .
Amarapurkar, 2008 -

RE Model -
¢ 894 favors T8 ~

1 S
0.02 0.14 1.00 7.39
Odds Ratlo (log scale)

Fever

Author(s) and Year

Kedia, 2015 [ W
Larsson, 2014 O
Liv, 2014 .
Zhao, 2014 -
Fei, 2014 [ ]
Lei, 2013 -
Cheng, 2013 "
Yu, 2012 -
Li, 2012 e
Hatemi , 2012 (R
Pulimood, 2011 —a—

Ui, 2014 e
Dutta. 2011 .
Makharia. 2040 ——
Lee, 2010 "

Gu, 2009 ——
Amarapurkar, 2008 .9
Zhou, 2006 .
Amarapurkar, 2004 ‘ :

RE Model
41 favors TB

5 .
000 000 CLOD 002 014 100 7.39
Odds Ratio (log scale)

Night sweat

Author(s) and Year

Liu, 2014 ¥
Zhao, 2014 | . 1

Fel, 2014 » I
Cheng, 2013 .

Yu, 2012 ]

LI, 2012 . i
Li, 2011 I
Gu, 2008

RE Model e
o537 favors TB

1 i
0.01 002 005 014 037 1.00
Odds Ratio {log scale)

favors Crohn's

Aavors Cratin's

Qdds Ratio,95%CI

0.3810.17, 0.86]
1.78 [ 0.67, 6.49]
1.34 [ 0.45, 4.02]
2.1210.94, 476
2.72[1,04, 7.10]
9.77 [1.20,76.60)
1.92[0.39, 9.47)
3.85[1.80, 7.40]
2.76(1.23, 6.17]
0.30 [ 0.13, 0.67)
1.4110.15,13.37]
1.83[0.39, 8.59]

1.59[{0.91, 2.78]

favors Crohn's
)
54.60 403.43

Odds Ratlo, 85%C1

0.60 [0.30,1.55]
0.38 [ 0.15, 1.06 )
0.27[0.09,0.77)
0.43[0.22,0.84]
0.71[0.26, 1.86 |
0.62[0.33,1.16]
0.40[0.20.0.83]
0.78[0.35,4.79]
0.61[0.21.1.80]
0.14[0.04,0.50]
0.15({0.07,0.36]
0.56(0.33,0.04]
0.85[0.28 , 2.61]
0.56[0.25,1.25]
0.02[0.00,0.31]
121[046,321)
0.13[0,04, 0.46]
0.53[0.47,1.62]
0.00[0.00,0.05]

0.44[0.33,0.58]

0Odds Ratio,85%CI

0.16 [0.04,0.60]
0.04[0.01,015]
0.23[0.08, 0.68]
0.13[0.05,0.33]
0.20 [0.08,0.53]
0.25[0.08,0.75)
0.53[0.28,0.64)
0.200.07, 0.57}

0.20[012.0.33)



Anemia
Author(s) and Year Odds Ratlo,95%Cl
Liu, 2014 . 0.50[0.18, 1.35]
Lel, 2013 m 1.12(0.568, 2.24]
Hatemi, 2012 - o] 0.18{0.04, 0.91]
Li, 2011 I3 1.01[0.861, 1867]
Pulimood, 2011 bom 046[0.21, 1.05]
Amarapurkar, 2008 b 3.70[1.15,11.86)
RE Model - 0.81[0.42, 1.54)

favors TB

F o702

favors Crohn's
'

v V ;
0.02 0.14 1.00 7.39 54 60

Odds Ratio (log scale)

Ascites
Author(s) and Year Odds Ratlo,95%Cl
Liu, 2014 —_— 0.47[0.12, 1.85)
Zhao , 2014 —— 012[0.05,0.33)
Fei, 2014 0.03[0.00,0.83 ]
Lei, 2013 et 0.12[0.03,0.41]
Park, 2013 b <y 0.68[0.15,3.01]
Yu, 2012 b . 0.03[0.00,062]
Li, 2012 i v 0.05[0.00,1.16]
Li, 2011 L 0.13[0.08,0.27)
Lee, 2010 t . P 0.64[0.11,3.80)
Amarapurkar, 2008 remree e 0.16 [ 0.03,0.82]

Amarapurkar, 2004

RE Madel <
i 182 favors TB
.

000 000 002 014 100 739
Odds Ratle (log scale)

favars Crohn's

0.03[0.00, 059

0.17 (0.10, 0.27 ]

Authoris)dnd Year: =

Llu, 2014
Zhao, 2014

Lel, 2013
Cheng, 2013
Yu , 2012

LI, 2012
Hateml, 2012
LI, 2011
Pullmood, 2011
Amarapurkar, 2008
Kirsch, 2006

Lung involvement

1. 0.12[0.04 ,0.44)
(- 0.26 [ 0.07 , 0.87)
- 0.09[0.04,0.22]

[ 0.26 {0.12,0.58 ]

. ' 0.01[0.00,0.10]
- 0.10[0.03,0.33]

0.01[0.00,0.28]
0.03[0.01,0.14]

-® 0.19 [ 0.06 ,0.54]
. ; 0.08 [0.01,0.55]
0.02 [0.00,0.30)

RE Model L 4 0.11[0.06 ,0.18]
F 362 favors T8 —yo . Tavors Crohn's
000 0.00 0.00 002 014 1.00
Odds Ratlo (log scale)

Extraintestinal manifestation
Author(s} and Year Odds Ratio,95%CI
Singh, 2015 ] 3.72[2.38, 5.87)
Zhao, 2014 - ' 7.69[0.44, 131.98)
Lel, 2013 e 411177, 9.54)
Cheng, 2013 — 2.94[1.05, B.26]
Li. 2011 . i 7.24[1.61, 32.58)
Dutta, 2011 * 4.46[047, 42.51)
Amarapurkar, 2008 —_— 6.33[1.60, 17.83)
Kirsch, 2008 —_— 34.26[1.86,630.44)
RE Model * 4.10[2.82, 6.76]
=0 favors TB favors Crohn's

4 o E 1
014 100 7.39 5460 2980.96

Odds Ratlo {log scale)



Elevated ESR

Author{s) and Year

Inflammatory markers

©Odds Rallo.85%C)

Huang, 2016 b d §42[1.86,22.12 ]
Zhao, 2014 B- 1.60 [0.77. 3.31]
Cheng, 2013 L] 0.52[0.28, 0.95]
LI 2011 i | 0.52[0.29, 0.96]
RE Model E—e=—0 1.18(0.40. 3.48)
¢ oagzy  TevorsTe fevors Crohn's

Odds Ratio (log scale)

Elevated CRP

Author(s} and Year

. '
100 T3 54 B

0

Oddy Ratio,95%C1

Zhao, 2014 b ] 240 [1.13,5.14)
Cheng, 2013 - 208[1.10.3.84])
Li, 2011 i — 183111 ,320)
RE Model < 2.05[1.43 ,292]
Fa0 favors T8 tavors Crohn's

100 183 272 448 7
Odds Ratio (log scale)

'
.39

Albumin level

Author(s) and Year

Zheo, 2014
Cheng. 2013
Yu. 2012

Li, 2011
Dutta, 2011

Gu, 2009

RE Model
Fa7t5

-

Higher in T8

050 <00 asc

Mean Difference

ESR
Author(s) and Year Mean difference, 85%C1
Liu, 2013 - -3.80] -5.80,-1.80)
Li, 2012 Femimeci 2.80 [-10.82 , 16,42
Gu, 2000 = 13.30[-23.47.-3.19)
Amerapurkar , 2008 2§ -8.00[-12.02, 2.02)
RE Model <+ -4.09[ -5.96, -2.22]
Higher In T8 Higher In Crohn's
-30 00 -‘.D‘Dﬂ 1000 )

Mean Difference

CRP
Author{s} and Year Mean difference, 95%Cl
Liu, 2013 L ] -8.00 [-10.48, -5.52)
L1, 2012 --#— 3.50(-11.89, 18.89)
Hatemi, 2012 —— -61.90[ -88.67 . 35.13)
Kim, 2011 [ ] QI7[ -0.38. 193]
Gu, 2009 ® | 500] -8.02, 18.02)
RE Model gl 9943111, 11.24)
fa903 Higherin T8 Higher in Crohn's
' ' '
-100.00 4000 000

Mean Difference

Mean diffarence, 95%CI

0.20[-0.00, 0.49)
0.25 [-0.43 ,-0.07
0.15(-0.14, 0.44]
0.00[-0.18, 0.18)
0.30 [-0.13, 0.73]

039 [ 0.08, 0.69]

0.10[-0.10, 0.30]

Higher In Crohn's

100



Author(s) and Year

Endoscopic findings

Longitudinal ulcers

Odds Ratlo,85%CI

Mao, 2015 = - 49.17 [ 2.90 , 834.85 )
Kedia, 2015 . 9.76[2.69, 3544
Liu, 2014 o] 15.23[3.85, 60.29]
Fel, 2014 — — 353 [1.01, 1240)
Cheng, 2013 (B 11.36[3.85, 33.44]
Yu, 2012 I L 17.39 [4.77 , 63.36]
LI, 2012 3.78[0.80. 17.92)
Li, 2011 1348 [ 647, 28.08)
Dutta, 2011 I . d 11.50[1.35, 97.88)
Makharla, 2010 L] [ $.30[1.63, 17.17)
Lee, 2010 —— 6.80(1.69, 27.38 )
Amarapurkar, 2008 L ] 4.55[1.37, 15.08]
Lee, 2006 . 29.77[3.75,23632)
RE Model < 9.30(6.53, 13.24)
10 favers ‘TE favers Crohn's
014 100 735 5460 40343
Odds Ratio {log scale)
Aphthous ulcers
Author(s) and Year Odds Ratlo,95%Cl
Mao, 2015 e 10.67 [ 1.35, 84.39)
Kedla, 2015 i = § 4.09[0.82, 20.28]
Larsson, 2014 I 121[048, 3.18]
Liu, 2014 P 6.57[0.33,132.49]
Fei. 2014 . I 289[0.70, 11.87]
Cheng, 2013 " 270[1.10, 6.65)
Yu, 2012 ——t— 0.94[0.29, 3.03]
Li, 2011 L 1.47[0.89, 2.41]
Dutta , 2011 L] i 2.89[0.78, 1068
Makharla, 2010 ] 7.94[3.04, 20.77])
Gu, 2009 e e | 2.21(0.38, 12.98)
Amarapurkar, 2008 - 2.22[0.63, 7.89)
Lee, 2008 L] 17.50[ 6.06 , 50.51]
RE Model - 3.06[1.81, 8.13)
F-606 favors T8 favors Crohn's
0.14 1‘00 7239 54.60 403‘13

Author(s) and Year

Mao, 2015
Liu, 2014
Cheng, 2013
Yu, 2012

Li, 2011
Dutta, 2011

Lee, 2006

RE Model
I” 48

favors T8

Odds Ratio (log scale)

Patulous IC valve

Odds Ratlo,85%CI

0.05[0.01,0.40)

—_— 0.84[0.16,4.53 ]

—o— 0.38[0.18,0.75)

' . 0.06[0.01,0.49]
& 0.140,07,0.28]

: 0.79[0.10,6.03)

I 0.15[0.06,0.51)

- 0.22[0.11,0.41]

favars Crohn's

000 002 014 100 739
Odds Ratlo (log scale)

Transverse ulcers

Author(s) and Year

- Odds Ratlo,85%Cl

Mao, 2015 —_—y

Kedla , 2015 ——l——
Liu, 2014 o o |
Fel, 2014 b -

Cheng, 2013 . a |

Yu, 2012 a 1
Li, 2012 o

Li, 2011 -

Dutta, 2011 —_—
Lee, 2010 =

Gu, 2008 .

Lee, 2008 =

RE Modal -

[ !avor'! hi:]

1
00t 002 005 014 037 1.00
Odds Ratlo (log scale)

Cobblestone appearance

Author(s) and Year

0.0810.02,0.22]
0.26 [ 0.08,0.77 ]
0.25[0.08,0.83)
012[0.04,0.39}
047 [0.08, 0.38]
0.220.08,0.53]
0.12[0.04,0.37]
0.07[0.03,0.17]
0.21(0.04,1.18)
0.11{0.02,0.69)
0.17(0.05,0.61]
0.17[0.07,0.43]

0.15[0.11,0.20]

favors Crohn's

272

Odds Ratlo,95%C|

Mao, 2015 | - 1 26.68 [ 1.58 , 457.72]
Kedia , 2015 u 3.50 [0.69, 17.73]
Liu, 2014 Dt = 1.81[0.31, 10.83]
Fel, 2014 | ] 240([0.73, 7.86]
Cheng , 2013 — 416117, 1478]
Yu, 2012 L] 6.66[1.41, 31.43)
LI, 2012 —a— 1.56 [ 0.55, 4.47)
LI, 2011 L I 2298539, 97.89]
Dutta, 2011 _— 6.24[0.31,128.87)
Makharla . 2010 I . | 22.84[1.29,403.47)
Gu, 2008 _— 23.00[ 1.27 , 417,08
Amarapurkar, 2008 [ 4.65 [ 1.37, 15.08]
Zhou, 2008 —_— 16.18 [ 0.87 , 301,62
Lee, 2008 L T 7.07 [ 1.87, 26.67]
RE Model <> 5.03[3.02, 8.38]
=262 favers T8 . favors Crohn's
0.14 1.00 739 5460 40743 ‘

Qdds Ratlo (log scale)

Pseudopolyps
Authar(s) and Year Odds Ratlo,85%Cl
Mac, 2015 -~ 0.33[0.14, 0.80)
Kedla, 2015 - — 2.40[0.44,12.97)
Fel, 2014 —a— 210{0.74, 6.98)
Yu, 2012 —a— 3.42(1.47, 7.96)
L, 2012 - 3,01[0.63, 14.41)
Dutta , 2011 ki il 4.71[0.81,24.42)
Lee , 2010 . 1.19[0.30, 466
Amarapurkar, 2008 - 222[0.63, 7.89]
Zhou, 2008 L] 1.31[047, 3.85]
Lee , 2006 - — 0.34[0.14, 0.83]
Amarapurkar , 2004 ey 1.71[0.50, 5.85]
RE Model o 1.45(0.82, 2.55]
62 1 favors T8 favors Croha's
014 100 739 54.60

Odds Ratlo {lcg scale}




Author(s) and Year

Stricture

Odds Ratlo,95%Cl

Mucosal bridge

COdds Ratlo (log scale)

Kedla, 2015 —_— 0.67[0.30, 1.50)
Liu, 2014 —_——— 1.69 [0.63, 4.56]
Fel, 2014 s iy 3.12 [ 0,88, 11,06
Ll 2012 - s 1.33[047, 2.74)
Hatemi, 2012 . 3.40(0.85, 13.57]
Li, 2011 L] 1.39[0.79, 2.44]
Dutta, 2011 - 1.82[0.47, 8.97)
Lee . 2010 - 1.20[0.24, 68.04)
Gu, 2009 I i 2331075, 730}
Amarapurkar, 2008 - 1.87[0.52, 873)
Lee, 2006 - t 1.16 [ 0.40, 334
Amarapurkar , 2004 . 1.15[0.27 , 4.82)
RE Moadel - 1.45[1.08, 1.94]
¥ oo tavors TB Tavors Crohn's
014 037 "00 272 739 2009
Odds Ratlo {log scale)
Skip lesions
Author(s) and Year Cdds Ratic,96%CI
Yu, 2012 e 140[061, 3.21]
Dutta, 2011 I i = 6.37[1.25,32.40)
Makharia, 2010 | ] 9.51[3.81,23.74)
Amarapurkar, 2008 I i 3.60[0.65, 19.84]
RE Model e 4.00[1.48,10.79)
i B42 favors T8 favors Crohn's
' 1
037 100 272 739 2009 5460

Author(s) and Year Odds Ratio, 95%CI
Cheng, 2013 . 8.90 [0.49 , 160.58 ]
Zhou, 2008 - I 10.36 [ 0.53 , 201.45]
Lee , 2006 A T 342[0.83, 1743]
RE Model e E— 5.02[1.38, 18.33]
Foo favors TB favors Crohn's.
014 100 739 5460 40343
Odds Ratlo {log scale)
Nodularity
Author(s) and Year Odds Ratio,95%CI
Kedla, 2015 — e 0.71[0.28,1.77]
Larsson, 2014 - 0.05[0.01,0.23)
Makharla, 2010 rm 0.34[0.15,0.77)
RE Model T —— 0.25[0.06,1.09]
i =823 favors T8 o favars Crohn's
0.01 005 0.37 272

Qdds Ratlo (log scale)



Rectal involvement

Author(s) and Year

Location involvement

Odds Ratio,95%ClI

Kedia, 201§ ] "
Liu, 2014 | L)
Cheng, 2013 ——
Yu, 2012 e

LI, 2011 [ |
Makharia, 2010 i L]

Lee, 2010
Amarapurkar, 2008 vl

RE Model .
=257 favors TB
|

e s
002 014 100 7.39 54.60
Odds Ratlo (log scale)

Descending colonic involvement

Author(s) and Year

4.74(1.48,15.38]
10.04[1.19, 84.70
3.61[1.14,10.81]
1.02(0.42, 2.60)
3.18[1.76, 578}
7.08[2.83,17.18]
0.86 [ 0.02, 22.60]
1.87[0.62, 8.73]

311181, 534]

favors Crohn's

Odds Ratlo,85%CI

Kedla, 2015 i . i

6.48 [2.01,20.83 ]
0.93[0.32, 2.72]
0.86 [ 0.41, 2.24]

157081, 2.72]

11.94 [ 434, 32.85)

2.47(0.91, 8.70]

Liu, 2014 P —

Yu, 2012 bt

LI 2011 [

Makharia, 2010 ! .

RE Model —m—

I"-843 favors T8 favors Crohn's
014 100 7.39 5460

Cdds Ratlo (log scale}

Ascending colonic involvement

Author(s) and Year

Odds Ratlo,85%C|

Kedia, 2015 |
Liu, 2014 Poom |

Yu, 2012 I -4
Li, 2011 -
Makharia, 2010 P
Lee, 2010 # = -+

RE Model -
I"~E&F favors TB
'

T r 1
000 0.02 014 100 7.39
Odds Ratlo {log scale)

1.35[ 0.85,3.30]
0.52[0.19 , 1.44)
0.82[0.35,1.92]
0.52[0.31,0.88]
2.33[1.07,6.10]

0.07[0.01,0.75)

0.80[0.43,1.50)

favors Crohn's
1

Sigmoeid involvement

Author(s) and Year

Odds Ratio,85%CI

Kedia, 2015

Llu, 2014 -
Yu, 2012
L, 2011 [ S
Makharia, 2010 .

RE Model
F-847 favors T8

Q.14 1.00 7.39 64.60
QOdds Ratlo (log scale)

Transverse colonic involvement

Auther(s) and Year

favors Crohn's

5.60 [ 1.81, 16.40)
0.92[0.32, 2.60]
1111048, 2.63]
270[1.67, 4.87]

15.23 [ 5.48, 42.34]

2.82(1.08, 7.87]

Odds Ratio,85%C|

Kedia, 2015 (S8 |
Liu, 2014 I m

Yu, 2012 -1

Li. 2011 -
Lee, 2010 L

Makharia, 2010 L]

RE Medel .
=854 tavors T8 favors Crohn's
; -y

0.00 014 7.39
Odds Ratlo (log scale)

Cecal involvement

Author(s) and Year

2,58 0.95, 7.06]
0.83[0.32, 2.72]
0.55(0.24, 1.25]
1.37[0.82, 2.28]

0.08(0.00, 2.26]

1194 [4.34, 32.85]

1.47 [0.52, 4.16]

Odds Ratio,85%C!

Kedia, 2015 Sy 0.49[0.21,1.16)
Yu, 2012 e 0.64[0.28,1.50]
LI, 2011 w 1 0.56[ 034,083}
RE Model T 0.56[0.38,0.83)
r=0 favors T8 favors Crohn's

k

014 022 037 061 100 166
Odds Ratio (log scale)



Author(s} and Year

IC valve involvement

Odds Ratie,85%CI

Kedia, 2015
Liu, 2014
Yu, 2012
L, 2011

Amarapurkar, 2008

RE Model

-0 favors TB

0.14

e S

S :
0.37 1.00

favors Crohn's

272

Odds Ratio (log scale)

0.51[0.21,1.26]
0.64[0.24,1.72]
1.00[0.33 , 2.87)
0.40[0.24,0.89]

0.79[0.21,3.02]

0.53[0.36,0.77]

Author(s) and Year

lleum involvement

Odds Ratic,95%Cl

Kedla, 2015
Llu, 2014

Yu, 2012
Makharia, 2010
LI, 2011

Amarapurkar, 2008

RE Model
'-433

— ————

-

' T i
005 014 037 1.00 272 7.39
Cdds Ratlo (log scale)

2.40(0.89 ,6.50]
0.87[0.32,2.37]
0.35(0.10, 1.22]
1.83(0.69,4.88)
1.31[0.79,2.19]

0.48[0.14,1.60]

1.08[0.85,1.78]



Pathological findings

Presence of granuloma(s)

Author(s) and Year

Odds Ratlo,85%CI

Huang, 2015 LI 1.00(0.36,2.77]
Larsson, 2014 ‘ - 0.12[0.02.0.61]
Fei, 2014 el o 0.23[0.07.0.76]
Yu, 2012 P — 0.12[0.04.0.36)
Hakhana, 2010 - 0.68[0.31,147]
Jin, 2010 - 0.08[0.02,0.32]
Lee, 2010 S — 0.36[0.08,1.91]
Amarapurkar. 2008 ' Ll 1 0.33[0.10,1.02]
Zhou, 2008 —— 0.87[0.32, 2.42]
Lea, 2006 [ ] 0.38[0.15.1.04]
Kirsch, 2006 ——— 0.11[0.03.0.48)
Pulimood, 2005 ) 0.03[0.00,0.45]
Amarapurkar , 2004 e e | 0.06 { 0,00, 0.98)
Pulimood, 1998 . i 0.03[0.00.0.56)
RE Modal - 0.26[0.15.044)

|l‘ 57 l‘nvw\! T8

T
Loo Co00 002 014 1.00
Odds Rano {log scale)

Large granuloma

Author(s) and Year

favors Crohn's

738

QOdds Ratlo,95%ClI

Yu, 2012, > 300 mcm | .

Makharia . 2010, > 200 mem L]
Jin , 2010, > 200 mem
Kirsch , 2008, > 500 mcm S
Pulimoed , 2005, > 200 mcm L]
Pullmood ., 1889, > 200 mem | Rt |

0.02[6.00,0.31]
i 0.32[0.11,0.98 1
0.08 [0.03,0.21 ]
0.04[0.01,0.25]
0.0810.02,0.25)

0.01(0.00,0.07 ]

RE Model
9.8 lavors TB

Q00 Q00 002 014
Odds Ratio (log scale)

—

Mucosal granuloma

Author(s) and Year

0.07[0.02,017]
favors Crohn's

100

Odds Ratlo,86%CI

Makharia , 2010

Kirsch, 2008 ezt g iy
Pulimood, 2008 ' -
Puiimood, 1999 e e

RE Model .._,

-0 favors T8 : :

005 014 037 100 272
Odds Ratio (log scale)

0.93[0.43,1.98]
0.83([0.24 ,2.84)
1.15[ 0,43, 3.10)

0.43[0.12,1.57]

0.86[0.52 ,1.42)
favors Crohn's
1
739

Confluent granuloma

Author(s) and Year

Yu, 2012 e

Dutta, 2011 —_—
Jin, 2010 PR —
Amaraurkar, 2008 SRR -
Kirst, 2008 s o i e i
Pulimood, 2005 1 .
Pullmood, 1999 v .

RE Model T

.0 mvms_‘ra

r T pisi - ¥ —
000 000 002 0.14 1.00
Odds Ratlo (log scale)

I

Odds Ratio,95%C|

0.04[0.01,0.35]
0.03[0.00,0.49]
0.06[0.01,0.29]
0.06[0.00,1.12]
0.02[0.00,0.37]
0.05[0.01,0.37]
0.02{0.00,0.31]

0.04[0.02,0.10]
favors Crohn's

7.39

Multiple granulomas/section

Author(s) and Year

Odds Ratlo,85%Cl

Yu, 2012 — —
Maknarla , 2010 ————i
Kirsch, 2006 —a—
Pulimood, 1999 I — 4
RE Model T
116 tavars T8

000 o000 002 014 1.00

Odds Ratio (log scale)

0.05(0.00, 0,83}

017[0.04,081)

0.39[0.11,1.48]

0.0¢ [ 0,00, 0.68]

0.18[0.07 ,0.43)

favers Crahn's
1

739

Submucosal granuloma

Author{s) and Year

Odds Ratio,95%CI

Makharia, 2010 e
Kirsch, 2006 ——
Pullmood, 2005 =
Pullmood , 1999 L A T R
RE Model e

I =0 favors T8

001 0.05 0.37
Odds Ratlo (log scale)

0.31[0.08, 1.05]
0.47[0.04,0.78]
0.11[0.02,0.52)

0.06[0.01,0.58]

0.17[0.08,0.37)
favors Crohn's
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Microgranuloma

Author(s) and Year Odds Ratio,85%Ci

Cuffing lymphocytes around granuloma

Auther(s) and Year

Odds Ratio,85%Cl

Dutta, 2011 —_— 6.24[0.31, 126.87 )
Makharia, 2010 0.16§[0.03,0.71)
Makharia, 2010 @ 1.08[0.60, 233] !
Jin, 2010 [ [ ] ! 0.2110.09,0.52)
Pulimood , 2005 I * 8.23[0.41, 166.09 ] '
5 Pullmood, 2005 L 0.08[0.03,0.29]
Puiimood, 1999 e 12,87 [1.40,114.42]
RE Model T — 3.56[0.82, 15.40) RE Model ~— 0.15(0.08,0.29)
=514 tavors T8 favors Crohn's =0 favars TB favors Crohn's

014 100 739 5460 40343
Qdds Ratio (log scale)

Ulcer lined by histiocytes

Author(s) and Year Odds Ratlo,95%C1

e Y
0.02 0.05 0.14 0.37 1.00
Odds Ratio (log scale)

Disproportionate submucosal inflammation

Author(s) and Year Odds Ratio,85%CI

Makharla, 2010 . | 0.28[0.08,083]

Yu, 2012 —— 1.90[0.38,98.44)
Jin , 2010 —-— 0.17[0.05,0.83]

Makharia , 2010 -8 0.40[016,0.99]
Kirsh, 2008 B S— 0.06 {0.01,0.31)

Klrsch, 2006 - 0.07[0.01,0.32]
Puilmood , 2005 . s 0.01[0.00,0.19)

9! e B 2 i
Pulimood, 1989 ; . 1 0.06 [ 0.01,0.68] Pulimood, 1899 0.03[0.00,0.26)
RE Madel - 0.11[0.05,0.27] RE Model —E— 0.22[0.04,1.24]
=292 tavors TB favers Crohn's F-81.7 favors TB favors Crohn's
T e peilhod

000 000 002 014 1.00
Odds Ratlo {log scale)

000 002 0.14 100 7.3¢
Odds Ratio (log scale)

Focally enhanced colitis

Author(s) and Year

Odds Ratio,85%CI

Makharla, 2010

Pulimood , 2005

Pulimood , 1999 b

3.79[1.69, 8.47)
2.92[0.68,12.50]

4.00[0.96,16.27]

RE Model
=0

e T

3.65[1.94, 6.85)

favors TB favors Crehn's
037 100 272 7.39 2009
Odds Ratlo (log scale)



CT enterography findings

Short segmental involvement

Author(s) and Year

Qdds Ratie,95%Cl

Wall stratification

Author(s) and Year

Mao, 2015 —— 0.07[0.02,0.20)
Kedia, 2015 | 0.18[0.08,0.42]
Park , 2013 . 0.05[0.00,0.87]
RE Model e : 011[0.05,0.28]
I"=30 " favars Crohin's

Author(s) and Year

Mao, 2015
Kedia, 2015
Zhao , 2014

Park , 2013

RE Model
I'=823

favars T8
j 8
0.00 .02 0.14

1.00

Odds Ratlo 85%Cl

Mao, 2015 —— 4.42[1.84,10.57]
Kedia, 2015 L] 1.34[ 049, 367)
Park, 2013 - ' 1.75[0.46, 6.68)
RE Model e 2.32[1.04, 517]
- 426 favors TB favors Crohn's
F i - i 3
03r 100 272 739 2009

Odds Ratlo (log scale)

Asymmetrical wall thickening

Odds Ratio,85%CI

—&— 23.59[5.24, 106.08]
W 0.35[0.08, 1.87]
« 68.52 [ 4.14 , 1133.75]
.- 20.00[2.37, 168.65)
e 924 [0.90, 984.27)
) ) favors Crohn's
1.00 54 60 2980.96

Odds Ratio (log scale)

0Odds Ratlo (log scale)

Comb sign

Author(s) and Year
Mao, 2015 e
Kedia, 2015 | e
Zhao, 2014 H ' " !
Park, 2013 Lk T
RE Model I
F=811 faversT® -

100 739 5460

Odds Ratlo (log scale)

Fibrofatty proliferation

Author(s) and Year

Odds Ratio,95%CI

Maa, 2018

Kedia, 2015 .-

Zhao, 2014

Park, 2013

RE Model
=357 favors TB
A

0.37

2.72

—_— 10.71 [ 2.37 , 48.38)
N 1.67(0.56, 4.98]
™ 3.93[1.77, 8.74]
e 8.62[1.03,72.11)

J— 4.05([1.87, 8.79]

favors Crohn's
T
20.09

148.41

Odds Ratlo (log scale)

Odds Ratio,85%CI

48.46 [ 12.88 , 182.41)
3.20[ 1.33, 7.69]
45.12 [ 16.87 ,120.71]

28.57 [ 3.35, 243.77]

19.77 [ 4.87, 80.38]

favors Crohn's
403.43



Author(s}) and Year

Interferon-gamma releasing assay and ASCA

Quantiferon-gamma releasing assay

Odds Ratio,95%C|

Huang . 2015
Kakkadasam, 2014
He. 2014

Kim SK , 2013
Baek, 2013

Lel, 2013

Li, 2012

Kim §Y, 2011
Moon , 2008

RE Model
F-353

0.00[0.00,0.03)
. 0.01[0.00,0.00]
0.01[0.00,0.05)

e 0.03[0.00,0.58]
———— 0.00[0.00,0.07)
—— 0.01[0.00,0.05]

[ 0.06[0.02,024]

B &0 0.05[0.02,0.13]
[ | 0.02[0.00,0.08)
- 0.02[0.01,0.04]

favors T8 favors Crohn's
v

00C 000 0DO 002 0'4 100
Odds Ratio {log scale)

Author(s) and Year
Lel, 2013

Li, 2012

Dutta, 2011

Kim, 2011
Amarapurkar, 2008
Makharia, 2007
Ghoshal, 2007

RE Model
- 534

ASCA

o
Ry
.. I
[ ]
<o
favors TB . : _I'avom_f:mhn's
014 100 739 5460 40343

Odds Ratlo (log scale)

Odds Ratio,95%C]
9,38 [0.51, 173.41)
146[0.37, 5.75)
3.86[0,83, 16.05]
520231, 11.71)
0.85(0.28, 2.58]
0.78[0.31, 1.87]
167041, 6.82)

194{0.67, 3.86)



