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ABSTRACT
Background & Aims: Most patients with Crohn’s disease (CD)

eventually require an intestinal resection. Howe@® frequently
recurs following resection. We performed a rand@uiiizial to compare

the ability of infliximab vs placebo to prevent GEcurrence.

Methods: We evaluated the efficacy of infliximab in previegt post-
operative recurrence of CD in 297 patients at 1% svorldwide, from
November 2010 through May 2012. All study patidrdd undergone
lleocolonic resection within 45 days before randmation. Patients were
randomly assigned (1:1) to groups given inflixinfalmg/kg) or
placebo every 8 weeks for 200 weeks. The primadpemt was clinical
recurrence a composite outcome consisting of a Clividy Index score
above 200 anda70 point increase from baseline, and endoscopic
recurrence (Rutgeerts score greater than or egqul tietermined by a
central reader), or development of a new or rendgifistula or
abscess, before or at week 76. Endoscopic rec@ngas a major

secondary endpoint.
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Results: A smaller proportion of patients in the infliximaglooup had a
clinical recurrence before or at week 76 compareld the placebo
group, but this difference was not statisticallyngiicant (12.9% vs
20.0%; absolute risk reduction [ARR] with inflixinna7.1%; 95%
confidence interval [Cl], —1.3% to 15.5%; P=.09X)significantly
smaller proportion of patients in the infliximalogp had endoscopic
recurrence compared to the placebo group (30.680¥¥%0; ARR with
infliximab, 29.4%; 95% CI, 18.6% to 40.2%; P<.00Agdditionally, a
significantly smaller proportion of patients in timliximab group had
endoscopic recurrence based only on Rutgeertsssgogater than or
equal to i2 (22.4% vs 51.3%; ARR with infliximal8.2%; 95% CI,
18.4% to 39.4%; P<.001). Patients previously tickateh anti-tumor
necrosis factor agents or those with more tharsécteon were at greater
risk for clinical recurrence. The safety profileiofliximab was similar

to that from previous reports.

Conclusions: Infliximab is not superior to placebo in prevegfi

clinical recurrence following CD-related resectibtawever, infliximab
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does reduce endoscopic recurrence. Clinical Trialstp:

NCT01190839.

Key words: PREVENT; anti-TNF; inflammatory bowebkdase; CDAI
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INTRODUCTION

Crohn’s disease (CD) often requires intestinalcigse despite
treatment with immunosuppressive and biologic thies

Historically, up to 70% of patients who undergo @ated resection
develop post-operative endoscopic recurrence pitaximal to the
surgical anastomosis within one yédiRecent systematic reviews and
meta-analyses have shown that approximately ome-tthipatients with
CD who have a first resection require a secondiwitl years, and the
majority of these second intestinal resections pwagthin 5 years of the
first. However, over the past few decades theafskecond resection
has decreasedAdditionally, a decreasing trend has been fouret tive
past 6 decades in the cumulative risk of resedtid and 10 years after

CD diagnosis.

Studies of probiotics, aminosalicylates, and budiesh ™ for
prevention of post-operative recurrence have olvgiglded negative
results. Studies of nitroimidazole antibiotics h&deen positive for

prevention of clinical recurrence. Studies of thinopes have had mixed
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results for the prevention of clinical recurrendéeither nitroimidazole
antibiotics nor thiopurines have consistently pregd endoscopic
recurrenceé?*®Initial studies:”*®a small placebo-controlled trigland
subsequent observational studi&ssuggested that tumor necrosis
factor (TNF) antagonists might be effective foryaetion of post-
operative recurrence. In recent studies of CD itneat strategies after
Intestinal resection, therapy adjusted accordingrtasonth colonoscopy
findings led to effective disease contf3I*° Overall, optimal post-

operative management is unclear.

Given these considerations, we evaluated the effiaad safety of

infliximab for prevention of post-operative CD remnce.
METHODS
Patients

The PREVENT study (NCT01190839) was a Phase 3jcruter,
placebo-controlled, double-blind, randomized stadgducted at 104

sites globally between November 2010 and May 20h2. institutional
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review board or ethics committee at each site afgatthe protocol, and
patients provided written informed consent. Alllears had access to the

study data and had reviewed and approved therfiaauscript.

Enrolled patients were at least 18 years old witbhraEirmed diagnosis
of CD who had undergone ileocolonic resection webcolonic
anastomosis. An end or loop ileostomy within oeanwas permitted if
stoma closure and ileocolonic anastomosis occuvrgtn 45 days of
randomization. Patients had no evidence of macpes€D, no known
active CD elsewhere in the gastrointestinal traat] were eligible for
randomization within 45 days of resection. Patievgse ineligible if the
qualifying surgery occurred more than 10 years &@f@ diagnosis and
was performed for stricturing disease involving <hd of

bowel. Patients were also required to have a lves€ID Activity Index
(CDAI)® score <200 and at least one of the following fiskors for
disease recurrence: 1) qualifying surgery thattlvas second intra-
abdominal resection within 10 years, 2) third orenimtra-abdominal

resection, 3) resection for a penetrating CD cocailbn (e.g., abscess
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or fistula), 4) a history of perianal fistulizingdJprovided the event had
not occurred within 3 months, or 5) smoking 10 arencigarettes per
day for the past year. The prespecified risk factdrsmoking,
perforating disease, and previous resection had ioeatified from

previous studies and utilized in a recent postdjperatudy?®>°*°

Patients receiving oral aminosalicylates or immuipgsessives
(azathioprine [AZA], 6-mercaptopurine [6-MP], or thetrexate
[MTX]) pre-surgery could continue treatment withimanance of
stable doses after resection. Patients not recgthiese agents pre-
surgery could not receive them post-surgery. Restahosalicylates
were discontinued at least 2 weeks before randdimrzdnitiation of

corticosteroids or antibiotics for CD treatment wpashibited.

Study Design
Patients were randomized equally to receive infiaddb (REMICADE,

Janssen Biotech, Inc.) 5 mg/kg or placebo evergéks (q8w)Placebo
and infliximab infusions were administered in anded manner.

Randomization was stratified by the number of fekors for
Pagel5 of 47



recurrence (1 or >1) and current use of an immunu®assive (yes/no).
Unlike dosing regimens used previously and thatwulesd in the
prescribing information for patients with CHbg8w dosing without the
three-dose induction regimen was utilized in thiglg. This dosing
regimen was chosen because patients in this stedy w surgically-
induced remission and did not have active CD atithe they entered
the study; thus, g8w dosing for maintenance of ssian was employed.
Also, some patients may not have been naive tximfb, and data
from an infliximab trial in patients with psoriaskowed a higher rate of
serious infusion reactions at the week 2 inflixinnafloision after a

hiatus™®

CDAI scores were determined at each visit, ane@gsired at interim
assessments; baseline CDAI refers to the CDAI c@tkduring the
screening period (ie, no fewer than 10 days angreater than 45 days
before randomization) that qualified the patiemttfee study. Patients
who met CDAI criteria (ie2200 and an increase ®70 points from the

baseline CDAI score) for clinical recurrence oraleed week 76
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underwent a video ileocolonoscopy. Patients whoadisSnued study
agent prior to week 76 had a video ileocolonosate time of
discontinuation. If clinical recurrence was observeatients could
receive blinded infliximab doses at an increasgmf/kg for each
subsequent scheduled infusion visit, i.e., patiegtsiving placebo

increased to 5mg/kg and patients receiving 5Smgikgdimg/kg.

Serum samples were collected at baseline and wék measurement
of infliximab and antibodies to infliximab (AT Adverse events,
concomitant medications, and CD-related hospitaéina and surgeries

were recorded throughouit.

Endpoints

The primary endpoint was clinical recurrence ptoor at week 76
defined by &70-point increase from baseline with a total CDédr®
>200, and evidence of endoscopic recurrence debgeddRutgeerts
scoré of >i2 (i0, no lesions; i1<5 aphthous lesions; i2, >5 aphthous
lesions or anastomotic ulcer <1 cm; i3, diffusethphbs ileitis with

diffusely inflamed mucosa; i4, diffuse inflammatiasith large ulcers,
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nodules, and/or narrowing) at the anastomoticasiies equivalent
elsewhere in the gastrointestinal tract, or figallacess development
(ie., new draining external fistula, internal fisture-opening and
draining of a previously existing external fistuterianal abscess, or
intra-abdominal abscess >3 months after the indeyesy). Patients
were considered to have clinical recurrence if thag a treatment
failure (ie, initiated a prohibited CD medicatidrad a prohibited use of

a CD medication, or had CD-related surgery).

The major secondary endpoint was endoscopic rawceref CD prior to
or at week 76 defined as a Rutgeerts scoreéither at the
anastomosis or elsewhere in the Gl tract, whethisroccurred at the
week 76 video ileocolonoscopy, or at a prior videocolonoscopy.
Patients who developed a fistula or abscess, oalisshtment failure

were considered to have endoscopic recurrence.

Endoscopic recurrence prior to or at week 76 ddflmgendoscopic

score only (Rutgeerts scor&) was also analyzed. Endoscopy
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endpoints prior to or at week 76 including thattfoe primary endpoint

were evaluated by a central reader (P.R.).

A secondary efficacy endpoint was clinical recucesprior to or at

week 104.

Study Duration

While treatment was planned for a maximum of 208kgethe study
was terminated after week 104 because the prim#inpome was not

met.

Statistical analysis

All randomized patients were included in efficacyalyses according to
assigned treatment regardless of actual treatreeaived. All patients
who received at least one dose of study agent iweheded in safety

and pharmacokinetic analyses based on actual eeateceived.

For continuous outcomes, the last value beforanreat failure was

carried forward.
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Seven sensitivity analyses were performed (5 peeipd and 2 post

hoc) on the primary endpoint.

Odds ratios for pre-specified subgroup analysesdeographics,
disease characteristics, concomitant medicatiohdjrocal recurrence

were summarized.

Categorical data (eg, clinical or endoscopic resnure) were compared
using the Cochran-Mantel-Haensg@ltest. Continuous measures were
compared using analysis of variance on the vamMderden normal
scores. Time-to-event endpoints were analyzed ubmépg-rank test. A
Cox model was used to evaluate predictors of dimecurrence.
Statistical testing was performedoat0.05 (two-sided) level of

significance.

A fixed-sequence testing procedure controlled trexall Type | error
rate at the 0.05 level. If the test for the primangpoint was not

positive, statistical tests for other endpointsevenot considered
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positive, even if the nominal p-value reached tls Qevel of

significance.

In a study conducted with a patient populationilsimo that proposed
for this study, approximately 40% of patients ia fllacebo group
experienced clinical recurrence by Week'5Eor calculation of sample
size, 50% and 30% of placebo-and infliximab-tregiatients
respectively were expected to develop clinical reanmce by week 76. A
sample size of 290 patients, 145 per treatmenvjgied 93% power to
detect a 20% between-group difference in clinieaurrence prior to or

at week 76.
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RESULTS

PATIENTS

Demographics, qualifying characteristics, and fakors of the 297
randomized patients (placebo, N=150; infliximab 1M%) were similar
between treatment groups. The most common riskiféat intestinal
resection was penetrating complication (Table hpfmentary Tables
S2, S3). Approximately 20% of randomized patieeteived
concomitant immunosuppressives (Table 1). Antibgwere
administered for CD to 6 patients in the placelmugrand 2 patients in
the infliximab 5 mg/kg group; these patients wavasidered treatment

failures.

Patient disposition is shown in Figure 1. Approxiemna one-third of
randomized patients discontinued study drug pdaveéek 76, most

commonly for adverse events.
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PRIMARY ENDPOINT

Clinical recurrence rates prior to or at week 76enE2.9% and 20.0%
for the infliximab and placebo groups, respecti@lysolute risk
reduction [ARR] with infliximab, 7.1%; 95% confidea interval [Cl],
-1.3% to 15.5%); these results were not statisyicagnificant £=.097)
(Figure 2). Of note, clinical recurrence rates ptmor at week 76
among patients who met both CDAI and endoscopieraiwere 4.1%
and 9.3% P=.056) for the infliximab and placebo groups, retpely

(Table 2).

In general, the results of the sensitivity analysese consistent with the

results of the primary endpoint analysis (Supplemamnlable S1).

Time to clinical recurrence is summarized in Fig8rer the infliximab

and placebo groups (Log raRk.141).

Results observed in pre-specified subgroups wearergly consistent
with the overall results with a few exceptions utihg CD duration,

baseline CDAI score, prior TNF therapy, race, gapgic location,
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disease location in gastrointestinal tract, antept undergoing their

second intra-abdominal operation (Supplementarureg)S1A-D).

SECONDARY ENDPOINTS

Endoscopic recurrence

Endoscopic recurrence, as defined by Rutgeerte sé@ror abscess,
fistula recurrence or development; or treatmemtife@j prior to or at
week 76 for the infliximab and placebo groups wa$% and 60.0%,
respectively (ARR with infliximab, 29.4%; 95% CI8 5% to 40.2%;

P<.001; Figure 4A).

Similarly, endoscopic recurrence defined only bydeerts scoresi2
for the infliximab and placebo groups was 22.4% ahd%,
respectively (ARR with infliximab, 28.9%; 95% CI8 4% to 39.4%;

P<.001; Figure 4A).

Classification of patients by Rutgeerts score & &phthous ulcers) and
12 (>5 aphthous ulcers or anastomotic ulcer <1 cm) exujns

recurrence may be of negligible clinical significarand potentially
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separated by only 1 aphthous ulcer. Classifyirigepts by normal
mucosa (i0) or aggressive endoscopic recurrenfid)(i{ovides a more

meaningful distinction.

Central endoscopic results prior to or at week ééewpresented in
Figure 4B. Of 73 patients with an i0 Rutgeerts sqmior to or at week
76, 54 (74.0%) and 19 (26.0%) patients were inxmflab and placebo
groups, respectively (Supplementary Figure S2b®patients with an
I3 or i4 Rutgeerts score prior to or at week 76(118.6%) and 48
(81.4%) patients were in the infliximab and placgboups, respectively

(Supplementary Figure S2).

Among patients with endoscopy results prior tatoweek 76, the

distribution of Rutgeerts scores are summarizeeéigare 4B.

Clinical recurrence at Week 104

Clinical recurrence rates prior to or at week 1@&fevl7.7% and 25.3%
for the infliximab and placebo groups, respectiV@irRR with

infliximab, 7.6%, 95% CI, -1.7%, to 17.0%=.098) (Figure 2).
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CDAI scores at Week 104

The median changes from baseline in CDAI scorbatdst visit prior
to or at week 104 were -15.0 and -22.0 for placatb infliximab
5 mg/kg respectively (P=.058). Median CDAI scote®tigh Week 104

are shown in Supplementary Figure S3.

HOSPITALIZATIONSAND SURGERIES

Hospitalizations and surgeries were uncommon watistatistically
significant differences observed between groupsuiiin week 104

(Supplementary Table S4).

PREDICTORSOF CLINICAL RECURRENCE

Patients with more than one resection or who receanti-TNF therapy
pre-surgery were more likely to have a clinicalureence

(Supplementary Table S5).
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SAFETY

Among 297 randomized patients, 291 received at ledsse of study
drug. The average duration of treatment beforese dlacrease was
similar for infliximab and placebo (74.3 weeks attl9 weeks,

respectively; Table 3).

Adverse and serious adverse event rates were sinetaveen groups.
Infection rates, including serious infections, walso similar. More
patients in the infliximab than placebo group drgcwued therapy
because of an adverse event through the final wsist commonly for
adverse events related to the gastrointestinalfection and infestation

system organ class (Supplementary Table S6).

There were no deaths or malignancies (excludingnatginoma skin

cancer) in infliximab-treated patients (Table 3).

Infusion reactions occurred in 8.2% of placebotedaompared with

19.4% of infliximab-treated patients (Table 3).
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PHARMACOKINETICSAND IMMUNOGENICITY

For patients in the infliximab 5 mg/kg group, madirough serum
infliximab concentrations were 0.Q@/mL and 2.18g/mL at week 0

and week 72, respectively.

At week 72, median serum infliximab concentrationgatients
receiving immunosuppressives was numerically grehtan those not
receiving immunosuppressives (4.89 pg/mL versu3 fig@mL,
respectively). The proportion of infliximab-treatpdtients with
endoscopic recurrence prior to or at week 76 deeckavith increasing
serum infliximab concentration. This effect was abserved for clinical

recurrence (Supplementary Figure S4).

Overall, ATls were present in 16.2% of patient:ye@of whom were
receiving immunosuppressives at baseline. ThisiAdibence is based
on an antigen-bridging enzyme immunoassay in whetlectable levels
of circulating infliximab may interfere with the idiby to assess the

presence of ATIl. Endoscopic recurrence prior tatoveek 76 was seen
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in 64.7% (11 of 17), 46.7% (7 of 15), and 30.1% ¢22 3) of patients
who were positive, negative, or inconclusive forl AEspectively. This

effect was not observed for clinical recurrence.
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DISCUSSION

This study evaluating infliximab for preventiondst-surgical CD
recurrence following ileocolonic resection did natet the primary
endpoint of clinical recurrence and was prematuteigninated at

week 104. The endoscopic recurrence rate in infi@b-treated patients

is consistent with those of small, randomized, aled trials®*®

We also found that patients with a prior resectiad use of anti-TNF
therapy pre-surgery were at a higher risk for postative CD
recurrence. However, it is possible that thestofaaeflect disease
severity and/or complicated disease course ratiagr independent risk
factors for recurrence; however, these results|dhmelinterpreted with

caution due to the small sample size.

The PREVENT trial is the first large, multicentplacebo-controlled
postoperative CD study with a biologic. Assumptionspostoperative
clinical and endoscopic recurrence were extrapoltam the collective

results of several smaller studies, including tfe by Regueiro.
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Patients enrolled in that small stddynay have had a higher risk of
post-operative CD recurrence, most with penetradisgase and a high
proportion having undergone at least two resectidhs intent of the
PREVENT study was to enroll a similar high-risk p&giion; however,
69.6% had only one risk factor for recurrence, and% were
undergoing their first intestinal resection. Thiayraccount for the
difference in the placebo clinical recurrence mier to or at week 76 in
PREVENT (20.0%) and the 12-month rate reportediptesly

(38.5%)"°

It should be noted that while the risk factorsgostoperative
recurrence, i.e., cigarette smoking, recurrenteyrcgand penetrating

£03935these

disease, have been included in numerous previadges
factors have never been formally validated or ogpéid. Likewise, the
combination of factors would presume a higher aspostoperative

recurrence; this additive effect has also not bephcated. Therefore,

the stratification of risk based on the small saagite of the Regueiro

trial may have resulted in an overestimation oéetfin PREVENT.
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The low baseline median CDAI of 105.5 required mpaiients to
double their CDAI score over the course of the ytisdmeet the clinical
recurrence criterion of CDA+200. This possibly contributed to the
small proportions of patients (infliximab, 4.1%apé&bo, 9.3%) who met
both CDAI and endoscopic criteria for clinical re@nce prior to or at
week 76. Furthermore, onlyl17.5% of patients reckn@comitant
Immunosuppressives compared with 45.8% of patieritse Regueiro
trial.’® Administration of immunosuppressives increaséiximab

levels, reduces immunogenicity, and increasesasfjiof infliximab:*°

Patients in PREVENT underwent a video ileocolonpgcat week 76,
when CDAI criteria met the definition of clinicaécurrence, or when
they discontinued the study. Week 76, rather thaor248 weeks was
selected as the primary timepoint due to the coetbulinical and
endoscopic endpoint. Clinical recurrence withia finst year after
resection is low as endoscopic recurrence oftearsaaitially without

clinical symptoms:*+*4
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We hypothesized that waiting 18 months after resedor primary
composite endpoint assessment would be suffictedétect clinical
recurrence without endoscopic recurrence causivgyseirreversible
bowel damage. Additionally, when the PREVENT stu@s designed
(2009) only one small proof-of-concept stbtgnd an open-label
experienc® in post-operative patients with CD treated withi-GINF
therapies were published to guide the timing arfohdien of clinical

endpoints.

Our selection of a composite endpoint appearee tsulpported by a
subsequent publication by Walters, et’akho explored the utility of
the CDAI in determining symptomatic disease requresin patients
having previously undergone ileocolonic resectimnGD, and
concluded that “a combination of symptom assesspiestendoscopic
evidence of recurrence should remain the gold stahdefinition for
assessing outcomes in postoperative CD trials.” @@ it must be
acknowledged that the composite endpoint prospagtimplemented

here was not formally validated in this clinicattsey.

Page33 of 47



Because early endoscopic recurrence appears &aterwith future
clinical recurrence and the need for resectiitiis currently
recommended that patients with CD undergo a sulavei
ileocolonoscopy 6 to 12 months postoperativelysseas for endoscopic

recurrencé?

“**Recent studies have suggested anti-TNF therapy
effectiveness in this setting based on therapyséeliaccording to 6-

month postoperative colonoscopy findirfgs>

There are limitations to the study. Infliximab magve been started as
late as 45 days after resection by which time tioergéd have been early
endoscopic recurrence. This would mean that tra@tmas initiated in
response to active inflammation rather than prewardf CD

recurrence. The rationale for waiting 45 days teasnsure at least 14
to 21 days passed with no surgical resection caaipdin, and to allow
enough time for the CDAI collection and additiopatient screening.
The median time between resection and first staflysion was 36.5
days for placebo and 35 days for infliximab 5 mg/kqd is unlikely to

have significantly altered the results. While wsigeed the study as
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g8w maintenance infusions after resection, it issgae that the three-
dose induction and concomitant use of immunosugprds could have
led to even lower recurrence rates as describadoprgy® and reduced

Immunogenicity.

While prevention of clinical recurrence was notiaeld, infliximab-
treated patients achieved a lower endoscopic reccerrate than those
assigned to placebo. Consistent with other stutsewy anti-TNF

§.7,18,25,46
7

therapie infliximab-treated patients had lower recurrence

defined by endoscopic criteria only.

The primary endpoint of clinical recurrence mayirifkienced by
symptom-based CDAI score which consists of diarrabdominal pain,
and general well-being components that may be ereghnsitive nor
specific for mucosal inflammation, integral to dise recurrenc¥.
Regueiro and colleagues also found no correlataiwden CDAI scores
and endoscopic disease activity one year aftecalemic resection with
the majority of patients in clinical remission (CBA50) despite

endoscopic recurrenéd.
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The severity of endoscopic recurrence has a higtligiive value for the
need for future resectiol’ If the goal of mucosal healing and
maintenance of intestinal normalcy, rather thangpm control alone,
are relevant IBD inflammatory bowel disease manasgdrtargets, then
a post-operative strategy for prevention of endpgcaecurrence may be
clinically relevant, especially for high-risk patis>°* Given the high
rates of clinically silent, but endoscopically &etiCD within 2 years of
resection, we suggest that future postoperativaiestwtilize objective
rather than subjective criteria for active CD, &wade the primary

assessment no more than one year after resection.

A postoperative strategy of escalating treatmenéfmoscopic
recurrence at 6 months was evaluated in PO€ERatients were risk-
stratified (high vs. low) for CD recurrence thendamized to have an
Initial colonoscopy at 6 months or no colonoscoptild8 months. All
patients received 3 months of metronidazole, drated, and high-risk
patients were treated with postoperative thiopyrmef previously

intolerant, adalimumab. Patients undergoing a 6tmoalonoscopy
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were started on or received additional treatmenéfmoscopic
recurrence. The primary endpoint of the POCER stualy
postoperative endoscopic recurrence at 18 monties 18-month
endoscopic recurrence rate in patients previoustiergoing a
colonoscopy at 6 months was 49% compared to 6 A%ose who had
not had a 6 month colonoscopy. The 6-month engosececurrence
rate in high-risk patients receiving thiopurine wi&8o compared to
21% with anti-TNF therapy and is similar to therh8nth endoscopic
recurrence rate in the PREVENT trial (51.3% incplao and 22.4% in
infliximab). Therefore, it may be reasonable tpmach low risk
patients undergoing their first resection for Ciservatively and
Initiate treatment only if there is endoscopic meence at 6 months.
High-risk patients with recurrent intestinal resactfor CD should be

considered for postoperative anti-TNF therapy.

In conclusion, infliximab was not significantly senoor for prevention of
clinical recurrence following CD ileocolonic resiect, but did reduce

endoscopic recurrence.
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TABLE and FIGURE Legends

Table 1: Baseline demographics, disease charaateyiand concomitant CD medications;
randomized patients

Table 2: Reasons for clinical recurrence priortatoVeek 76

Table 3: Key safety findings through week 104; tiedgatients

Figure 1: Study flow diagram

Figure 2: Clinical recurrence prior to or at wedkand prior to or at week 164

a.  P-values based dimee Cochran-Mantel-Haenszgétest stratified by the number of risk factors fecurrence of active Crohn’s disease (1 or
>1) and baseline use (yes/no) of an immunosupmeséie, azathioprine, 6-mercaptopurine, or meéhxatte).

b. denotes nominal P-value.

Figure 3: Time to first clinical recurrence priordr at week 76; all randomized patients

Figure 4: Endoscopic recurrence prior to or at wagkall randomized patients (A) and central
endoscopic results prior to or at week 76 (Rutgeszore i0, i1, i2, i3, i4) (Bf°

a. P-values based time Cochran-Mantel-Haenszel chi-square test sedfify the number of risk factors for recurrencacfve Crohn'’s
disease (1 or >1) and baseline use (yes/no) mhamnosuppressives (ie, azathioprine, 6-mercaptopuor methotrexate).

T denotes nominal p-value.

i0, no lesions; i1s5 aphthous lesions; i2, >5 aphthous lesions ortamemic ulcer <1 cm; i3, diffuse aphthous ileitigtwdiffusely
inflamed mucosa; i4, diffuse inflammation with larglcers,nodules, and/or narrowing.
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Table 1: Baseline demographics , disease charstitstiand concomitant cd medications; randomized

patients
Placebo Infliximab 5 mg/kg Total
(N=150) (N=147) (N=297)
Sex, n (%)
N 150 147 297
Male 81 (54.0) 77 (52.4) 158 (53.2)
Female 69 (46.0) 70 (47.6) 139 (46.8)
Race, n (%)
N 150 147 297
White 138 (92.0) 138 (93.9) 276 (92.9)
Black or African American 4(2.7) 3 (2.0) 7 (2.4)
Asian 2(1.3) 1(0.7) 3(1.0)
Other 6 (4.0) 5 (3.4) 11 (3.7)
Age (yrs)
N 150 147 297
Mean (SD) 35.4 (12.41) 37.1 (13.49) 36.3 (12.96)
Median 34.0 35.0 34.0
IQ range (25.0; 44.0) (26.0; 45.0) (26.0; 44.0)
Range (18; 69) (18; 76) (18; 76)
Weight (kg)
N 150 147 297
Mean (SD) 69.70 (16.083) 69.64 (17.716) 69.67 (16.883)
Median 67.30 66.00 66.80
IQ range (58.10; 78.10) (57.20; 79.50) (58.00; 78.30)
Range (41.0; 127.0) (40.0; 125.7) (40.0; 127.0)
Disease duration (yrs)
N 150 146 296
Mean (SD) 6.39 (7.457) 8.38 (8.651) 7.37 (8.115)
Median 3.32 6.49 5.17
IQ range (0.74;9.71) (1.45; 11.07) (0.80; 10.61)
Range (0.1; 37.5) (0.1; 45.9) (0.1; 45.9)
CDAI score
N 150 146 296
Mean (SD) 109.8 (54.75) 107.7 (52.75) 108.8 (53.69)
Median 109.5 102.5 105.5
IQ range (66.0; 153.0) (64.0; 148.0) (65.0; 152.5)
Range (4; 240) (3; 202) (3; 240)
Involved Gl areas, n (%)
N 150 146 296
lleum 146 (97.3) 144 (98.6) 290 (98.0)
Colon 76 (50.7) 89 (61.0) 165 (55.7)
Proximal small intestine, stomach
and/or esophagus 6 (4.0) 6 (4.1) 12 (4.1)
Perianal 13 (8.7) 17 (11.6) 30 (10.1)
Extra intestinal manifestations 15 (10.0) 21 (14.4) 36 (12.2)




Table 1: Baseline demographics , disease charstitstiand concomitant cd medications; randomized
patients
Placebo Infliximab 5 mg/kg Total
(N=150) (N=147) (N=297)
Findings at surgery, n (%)
N 150 146 296
Stricture 86 (57.3) 84 (57.5) 170 (57.4)
Abscess 41 (27.3) 47 (32.2) 88 (29.7)
Internal fistula 86 (57.3) 67 (45.9) 153 (51.7)
Sinus tracts 10 (6.7) 7(4.8) 17 (5.7)
Perforation 12 (8.0) 19 (13.0) 31 (10.5)
Prior intra-abdominal surgeries, n (%)
N 150 146 296
0 91 (60.7) 79 (54.1) 170 (57.4)
1-2 51 (34.0) 63 (43.2) 114 (38.5)
>2 8 (5.3) 4 (2.7) 12 (4.1)
CD medication history, n (%)
N 150 146 296
Any CD medication 144 (96.0) 136 (93.2) 280 (94.6)
Anti-tumor necrosis factor 30 (20.0) 37 (25.3) 67 (22.6)
Adalimumab 17 (11.3) 21 (14.4) 38 (12.8)
Infliximab 15 (10.0) 18 (12.3) 33 (11.2)
Certolizumab 0 3(2.1) 3(1.0)
Corticosteroid (excluding budesonid:c g6 (64.0) 104 (71.2) 200 (67.6)
Budesonide 67 (44.7) 63 (43.2) 130 (43.9)
Immunosuppressive drugs 88 (58.7) 85 (58.2) 173 (58.4)
6-MP 22 (14.7) 19 (13.0) 41 (13.9)
AZA 77 (51.3) 73 (50.0) 150 (50.7)
Methotrexate 74.7) 11 (7.5) 18 (6.1)
Aminosalicylates 101 (67.3) 100 (68.5) 201 (67.9)
Antibiotics 88 (58.7) 94 (64.4) 182 (61.5)
Concomitant CD medications, n (%)
N 150 147 297
Any CD medication 47 (31.3) 53 (36.1) 100 (33.7)
Corticosteroid (excluding budesonid¢: 4(2.7) 10 (6.8) 14 (4.7)
>20 mg/day P.Eq 0 1(0.7) 1(0.3)
< 20 mg/day P.Eq 4(2.7) 9(6.1) 13 (4.4)
Budesonide 2(1.3) 2(1.4) 4 (1.3)
Immunosuppressive drugs 27 (18.0) 25 (17.0) 52 (17.5)
6-MP/AZA 27 (18.0) 21 (14.3) 48 (16.2)
Methotrexate 0 4(2.7) 4(1.3)
Aminosalicylates 27 (18.0) 28 (19.0) 55 (18.5)

Key: CD, Crohn’s disease; CDAI, Crohn’s diseasévigtindex; Gl, gastrointestinal; P.Eq, prednis@wiivalent; 6-MP, 6-mercaptopurine;

AZA, azathioprine; SD, standard deviation.



Table 2: Reasons for clinical recurrehpgor to or at Week 76

Infliximab
Placebo 5 mg/kg
Reasons (N=150) (N=147)
Met CDAI and endoscopic criteria, n (%) 14 (9.3) (46L)
Met fistula/abscess criteria, n (%) 7(4.7) 3(2.0)
Developed a new draining external fistula 2(1.3) 0
Re-opened and drained a previously existin
external fistula 0 1(0.7)
Developed a new internal fistula 3(2.0) 2(1.4)
Developed a new perianal abscess 6 (4.0) 1(0.7)
Developed a new intra-abdominal abscess >3
months after the date of the index surgery 0 (0.7
Had a treatment failure, n (%) 14 (9.3) 14 (9.5)
Initiated a prohibited CD medication 7(4.7) 4 02.7
Had a prohibited use of a CD medication 12 (8.0) 12 (8.2)
Had a surgery for CD 2(1.3) 2(1.4)
Met at least 1 of the following 2 criteria, n (%) 1(0.7) 0
Discontinued study agent due to recurrent
symptoms of CD 0 0
Met CDAI criteria at the time of
discontinuation of study agent 1(0.7) 0
Did not have sufficient data to evaluate clinical
recurrence status at both Week 72 and Week 76)n (% 0 0

a. Patients could have more than one reason facalirecurrence

Key: CD, Crohn'’s disease; CDAI, Crohn’s diseasévagtindex.



Table 3: Key safety findings through week 104; tiedgpatients

Infliximab (dose increase

Infliximab
Placebo/ 5 mg/kg/
Infliximab  Infliximab  Infliximab All
Placeb8 5mg/kd® 5mgkg 10 mg/kg Infliximab®
(N=146) (N=145) (N=25) (N=9) (N=170)
Avg duration of follow-up (weeks) 85.4 85.7 50.6 394 82.6
Avg duration of treatment (weeks) 75.9 74.3 324 13.9 68.9

Patients with>1 adverse events, n (%) 132 (90.4) 133 (91.7) 19 (76.0) 7 (77.8) 152 (89.4)

Patients with>1 serious adverse events,
n (%) 32(21.9) 28(19.3) 3(12.0) 2 (22.2) 32 (18.8)

Patients who discontinued study agent

because ofl adverse events, n (%) 13(8.9) 35(24.1) 10 (40.0) 5(55.6) 50 (29.4)
Patients who died, n (%) 1(0.7) 0 0 0 0
Patients with 1 or more malignancies,(%) 2 (1.4) 0 0 0 0
Patients witt»1 infections, n (%) 85 (58.2) 84 (57.9) 8 (32.0) 4(44.4) 93 (54.7)
Patients with>1 serious infections, n (%) 9 (6.2) 7 (4.8) 1(4.0) 1(11.1) 9 (5.3)
Patients witt»1 infusion reactiori,n (%) 12 (8.2) 26 (17.9) 7 (28.0) 1(11.1) 33(19.9)

a. Includes data up to the time of dose increasthése who increased dose. Six patients were raized but not treated and analyzed for
efficacy only, and 2 patients inadvertently recdiugliximab 5 mg/kg and analyzed for safety adixirhab-treated patients.

b. Two patients were randomized to the placebomrbut received one infusion of infliximab. Thesgignts were analyzed in the
infliximab 5 mg/kg group for safety.

c. Includes data from the time of dose increaseandw
d. Includes data from the time of the first Inflixab dose onward.

e. Malignancies excluding Non-Melanoma Skin Caneens defined by individual event terms in Neopla®enign, Malignant and
Unspecified (Incl Cysts and Polyps) System Orgaas£l

f. An infusion reaction was defined as any advessant that occurred during or within 1 hour of duministration of the study agent
infusion.



Total Randomized
(N =297)

Placebo
(N =150)

21 Dose increase
prior to Week 76

Infliximab 5 mg/kg
(N = 147)

6 Dose increase
prior to Week 76

40 Discontinued treatment prior to
Week 76

19 Adverse event
6 Recurrent CD symptoms
13 Other
2 Protocol violation
4 Lost to follow-up
1 Death
14 Other

55 Discontinued treatment prior to
Week 76

32 Adverse event
7 Recurrent CD symptoms
25 Other
1 Protocol violation
0 Lost to follow-up
0 Death
22 Other

24 Discontinued participation
prior to Week 76

6 Lost to follow-up
13 Withdrew consent
1 Death

4 Other

126 Completed through
Week 76

4 Dose increase between
Week 76 and Week 104

11 Discontinued treatment
between Week 76 and Week 104

3 Adverse event
2 Recurrent CD symptoms
1 Other

0 Protocol violation

1 Lost to follow-up

0 Death

7 Other

8 Discontinued participation
between Week 76 and Week 104

3 Lost to follow-up
2 Withdrew consent
3 Other

118 Ongoing at
Week 104

37 Discontinued participation
prior to Week 76

1 Lost to follow-up
22 Withdrew consent
0 Death
14 Other

110 Completed through
Week 76

3 Dose increase between
Week 76 and Week 104

11 Discontinued treatment
between Week 76 and Week 104

5 Adverse event
1 Recurrent CD symptoms
4 Other

0 Protocol violation

1 Lost to follow-up

0 Death

5 Other

8 Discontinued participation
between Week 76 and Week 104

2 Lost to follow-up
4 Withdrew consent
2 Other

102 Ongoing at
Week 104
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Figure S1A: Plot of odds ratio (vertical bars) &6 confidence intervals (horizontal bars)
for comparing the proportion of patients with ated recurrence prior to or at
week 76 in the infliximab group vs. the placebougrdoy demographic
characteristics at baseline; randomized patients

Infliximab
Odds Ratio and 95% CI Placebo  5Sma/ka 44s
N % N %  BHatio {[35%Cl) p-value

Gender i

Male I—O——E—I 81 258 77 143 0.5 (02,1.2)  0J05
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Race i

Caucasian |—.——' 138 21.0 138 123 0.5 (0.3, 1.0 0.052
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= median age |—'——E—| fa 211 73 123 0.5 (0.2, 1.2) 0126
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= median body weight I—l——i-l 78 205 &9 100 04 (0.2 1.1 0.075
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Key: Cl, confidence interval; NE, not evaluable.
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Figure S1B:

Plot of odds ratio (vertical bars) &@o confidence intervals (horizontal

bars) for comparing the proportion of patients vaiihical recurrence prior to
or at week 76 in the infliximab group vs. the placgroup by Crohn’s
disease characteristics at baseline; randomizeenpst

Odds Ratio and 95% Cl
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Key: CI, confidence interval; yrs, years; NE, nedleiable; CDAI, Crohn’s disease activity index
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Figure S1C: Plot of odds ratio (vertical bars) 8886 confidence intervals (horizontal
bars) for comparing the proportion of patients vaiihical recurrence prior to
or at week 76 in the infliximab group vs. the pla@group by baseline
Crohn’s disease-related concomitant medicatioranseanti-TNF history;
randomized patients

Infliximab
Odds Ratio and 95% C| Flacebe 5 mag/ Odds
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Key: Cl, confidence interval; NC, not calculableE Mot evaluable; 5-ASA, 5-aminosalicylic acid; G2M6-mercaptopurine; AZA, azathioprine;
MTX, methotrexate; TNF, tumor necrosis factor.
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Figure S1D:

Plot of odds ratio (vertical bars) &@6 confidence intervals (horizontal

bars) for comparing the proportion of patients vaiihical recurrence prior to
or at week 76 in the infliximab group vs. the plaagroup by risk factors for
recurrence of active Crohn’s disease at baselarglamized patients
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Figure S2: Central endoscopic results prior totdWaek 76 by Rutgeerts score
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Figure S3: Median Crohn’s Disease Activity IndeXD@) scores through week 104;
randomized patients
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Figure S4: Clinical and endoscopic recurrence pgaar at week 76 by serum infliximab
concentration at week 72; treated patignts
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Table S1  Sensitivity analyses of the primary enaoi

Placebo Infliximab 5 mg/kg

Method (N=150) (N=147) P-value
Sensitivity analysis #1,°n 122 103

n (%) 29 (23.8) 19 (18.4) .368
Sensitivity analysis #2,°n 148 143

n (%) 30 (20.3) 19 (13.3) 108
Sensitivity analysis #3,°n 147 145

n (%) 29 (19.7) 18 (12.4) .086
Sensitivity analysis #4,°n 133 134

n (%) 28 (21.1) 17 (12.7) .073
Sensitivity analysis #5, n 150 147

n (%) 31 (20.7) 19 (12.9) 075
Sensitivity analysis #6,°n 150 147

n (%) 57 (38.0) 62 (42.2) 453
Sensitivity analysis #7,"n 150 147

n (%) 31 (20.7) 19 (12.9) 072

The same data handling rules that were usetiégsrimary endpoint analysis were used for thaiieity analyses.

b. The first sensitivity analysis excluded patiemts discontinued study agent prior to Week 76 oo wid not have
sufficient data to evaluate clinical recurrencéustat Week 76; patients who had already demosstidinical
recurrence prior to or at Week 76 (other than meetnly the CDAI criteria at the time of discontation of study
agent) were not excluded.

C. The second sensitivity analysis excluded patiesio were not treated.

d. The third sensitivity analysis excluded patieniteere the local and central readers disagreedhather the criteria for
endoscopic recurrence were met.

e. The fourth sensitivity analysis was a “per-peotd analysis that excluded patients with at lelapte-specified

o

deviation.
f. The fifth sensitivity analysis used evidencesnfloscopic recurrence based on the interpretatiiredocal reader.
g. The sixth sensitivity analysis (post hoc) coaeed patients who did not have sufficient datavaduate clinical
recurrence to have clinical recurrence.
h. The seventh sensitivity analysis (post hoc) esédence of endoscopic recurrence based on thephetation of the

local reader if evaluable central reader resultewet available.

P-values were based on the Cochran-Mantel-Haepszplare test stratified by the number of risk fexfor recurrence of
active Crohn’s disease and baseline use of an immadulator.
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Table S2:

Qualifying surgery characteristics; randed patients

Placebo Infliximab 5 mg/kg Total
(N=150) (N=147) (N=297)
Length of small intestine resected (cm)

N 140 141 281
Mean (SD) 22.58 (14.822) 22.12 (15.191) 22.35 (14.984)
Median 20.00 19.00 20.00
IQ range (13.00; 28.50) (12.00; 30.00) (12.00; 29.00)
Range (0.0; 85.0) (0.0; 70.0) (0.0; 85.0)

Length of colon resected (cm)

N 132 134 266
Mean (SD) 9.59 (9.640) 10.15 (10.057) 9.87 (9.837)
Median 7.00 6.75 7.00
IQ range (4.80; 11.00) (4.00; 15.00) (4.50; 12.50)
Range (0.0; 73.0) (0.0; 65.0) (0.0; 73.0)

Type of anastomosis, n (%)

N 150 145 295
End-to-end 35 (23.3) 45 (31.0) 80 (27.1)
End-to-side 16 (10.7) 10 (6.9) 26 (8.8)
Side-to-side 82 (54.7) 75 (51.7) 157 (53.2)
Unknown 17 (11.3) 15 (10.3) 32 (10.8)

Findings at surgery, n (%)

N 150 146 296
Stricture 86 (57.3) 84 (57.5) 170 (57.4)
Abscess 41 (27.3) 47 (32.2) 88 (29.7)
Internal fistula 86 (57.3) 67 (45.9) 153 (51.7)
Sinus tracts 10 (6.7) 7 (4.8) 17 (5.7)
Perforation 12 (8.0) 19 (13.0) 31 (10.5)

Key: SD, standard deviation; 1Q, interquartile.
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Table S3: Risk factors for recurrence of activel@rs disease at baseline; randomized patients

Infliximab
Placebo 5 mg/kg Total
(N=150) (N=147) (N=297)
Risk factor, n (%)
N 150 146 296
Second intra-abdominal operation fc
CD in the past 10 years 30 (20.0) 31 (21.2) 61 (20.6)
Qualifying surgery was the patient’s
>3 intra-abdominal operation for CL 12 (8.0) 14 (9.6) 26 (8.8)
Qualifying surgery was performed fc
a penetrating complication of CD 106 (70.7) 98 (67.1) 204 (68.9)
Any history of perianal fistulizing CD
provided that this has not been acti
in the 3 months before study start 12 (8.0) 16 (11.0) 28 (9.5)
Cigarette smoker and has been una
or unwilling to quit smoking despite
counseling to stop smoking 37 (24.7) 38 (26.0) 75 (25.3)
Number of risk factors, n (%)
N 150 146 296
1 107 (71.3) 99 (67.8) 206 (69.6)
2 39 (26.0) 43 (29.5) 82 (27.7)
3 4 (2.7) 4 (2.7) 8 (2.7)
4 0 0 0
5 0 0 0

Key: CD, Crohn’s disease
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Table S4: Crohn’s disease-related hospitalizatésmssurgeries through weeks 76 and 104

Week 76 Week 104
Infliximab Infliximab
Placebo 5 mg/kg Placebo 5 mg/kg
(N=150) (N=147) P value (N=150) (N=147) Pvalue
Hospitalizations, n(%) 6 (4.0) 7 (4.8) .878 10§6.7 7 (4.8) .362
Surgeries, n (%) 2(1.3) 2 (1.4) 951 3(2.0) 2)1. .626

* P value is based on the Cochran-Mantel-Haensuedquare test stratified by the number of riskdeg for recurrence of active Crohn’s
disease and baseline use of an immunomodulator.
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Table S5: Predictors for clinical recurrence

Variables Hazard Ratio (95% CI)
Placebo vs. Infliximab 5 mg/kg 1.735 (0.968, 3.110)
Prior anti-TNF use: no vs. yes 0.556 (0.301, 1.026)

Number of prior surgeries: 1 vs. >1 0.583 (0.331, 1.029)

Cl, confidence interval; TNF, tumor necrosis factor
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Table S6: Number of patients who discontinued saghnt because of 1 or more treatment-emergent
adverse events through the final visit by MedDRAtsyn-organ class and preferred term; treated

patients
Infliximab (dose increase
Infliximab  Placebo— 5 mg/kg— All
Placeb8 5mg/kd 5mg/kd 10 mg/kd Infliximab®
Patients treated 146 145 27 9 172
Avg duration of follow-up (weeks) 114.4 117.9 84.0 84.3 117.0
Avg duration of treatment (weeks) 94.7 96.9 50.3 34.2 91.3

Patients who discontinued study agent
because of 1 or more adverse events
n (%) 19 (13.0) 37 (25.5) 12 (44.4) 5 (55.6) 54 (31.4)

System-Organ Class/Preferred Term

Gastrointestinal Disorders, n (%) 8 (5.5) 10 (6.9) 6 (22.2) 4 (44.4) 20 (11.6)
Crohn's Disease 3(2.1) 3(2.1) 4 (14.8) 4 (44.4) 11 (6.4)
Anal Fistula 1(0.7) 0 2(7.4) 0 2(1.2)
Small Intestinal Obstruction 0 2(1.4) 0 0 2(1.2)
Abdominal Pain 0 1(0.7) 0 0 1(0.6)
Diarrhoea 0 1(0.7) 0 0 1(0.6)
Enterocutaneous Fistula 0 1(0.7) 0 0 1(0.6)
lleal Stenosis 0 1(0.7) 0 0 1(0.6)
Mouth Ulceration 0 1(0.7) 0 0 1(0.6)
Oesophageal Ulcer 0 1(0.7) 0 0 1(0.6)
Rectal Stenosis 0 1(0.7) 0 0 1(0.6)
Stomatitis 0 1(0.7) 0 0 1(0.6)
Vomiting 0 1(0.7) 0 0 1(0.6)
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Table S6: Number of patients who discontinued saghnt because of 1 or more treatment-emergent
adverse events through the final visit by MedDRAtsyn-organ class and preferred term; treated

patients
Infliximab (dose increase
Infliximab  Placebo— 5 mg/kg— All
Placeb8 5mg/kd 5mg/kd 10 mg/kd Infliximab®

Abdominal Adhesions 1(0.7) 0 0 0 0

Dysphagia 1(0.7) 0 0 0 0

lleal Fistula 1(0.7) 0 0 0 0

lleus 1(0.7) 0 0 0 0
Infections and Infestations, n (%) 5 (3.4) 9 (6.2) 2 (7.4) 0 11 (6.4)
Anal Abscess 0 0 2(7.4) 0 2(1.2)
Abscess Intestinal 0 1(0.7) 0 0 1(0.6)
Clostridium Difficile Infection 0 1(0.7) 0 0 1(0.6)
Cytomegalovirus Infection 0 1(0.7) 0 0 1(0.6)
Oral Candidiasis 0 1(0.7) 0 0 1(0.6)
Oral Herpes 0 1(0.7) 0 0 1(0.6)
Pneumonia 0 1(0.7) 0 0 1(0.6)
Pneumonia Legionella 0 1(0.7) 0 0 1(0.6)
Rash Pustular 0 1(0.7) 0 0 1(0.6)
Tuberculosis 0 1(0.7) 0 0 1(0.6)

Abdominal Abscess 2(1.4) 0 0 0 0

Bronchitis 1(0.7) 0 0 0 0

Gastroenteritis 1(0.7) 0 0 0 0

Vulvitis 1(0.7) 0 0 0 0
Immune System Disorders, n (%) 0 5(3.4) 3(11.1) 0 8 (4.7)
Drug Hypersensitivity 0 1(0.7) 2(7.4) 0 3(1.7)
Hypersensitivity 0 1(0.7) 1@3.7) 0 2(1.2)
Anaphylactic Reaction 0 1(0.7) 0 0 1(0.6)
Anaphylactoid Reaction 0 1(0.7) 0 0 1(0.6)
Serum Sickness 0 1(0.7) 0 0 1(0.6)
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Table S6: Number of patients who discontinued saghnt because of 1 or more treatment-emergent
adverse events through the final visit by MedDRAtsyn-organ class and preferred term; treated
patients

Infliximab (dose increase

Infliximab  Placebo— 5 mg/kg— All
Placeb8 5mg/kd 5mg/kd 10 mg/kd Infliximab®

Injury, Poisoning and Procedural

Complications, n (%) 0 5(3.4) 1(3.7) 0 6 (3.5)
Infusion Related Reaction 0 5(3.4) 1(3.7) 0 6 (3.5)
Musculoskeletal and Connective
Tissue Disorders, n (%) 4 (2.7) 4 (2.8) 13.7) 0 5(2.9)
Arthralgia 2(14) 214 0 0 2(1.2)
Myalgia 0 2(1.4) 0 0 2(1.2)
Lupus-Like Syndrome 0 0 1(3.7) 0 1(0.6)
Osteonecrosis 0 1(0.7) 0 0 1(0.6)
Polyarthritis 0 1(0.7) 0 0 1(0.6)
Neck Pain 1(0.7) 0 0 0 0
Spondylitis 1(0.7) 0 0 0 0
Skin and Subcutaneous Tissue
Disorders, n (%) 1(0.7) 4 (2.8) 0 0 4(2.3)
Psoriasis 1(0.7) 2(1.49) 0 0 2(1.2)
Alopecia 0 1(0.7) 0 0 1(0.6)
Erythema Nodosum 0 1(0.7) 0 0 1(0.6)
Nervous System Disorders, n (%) 0 3(2.1) 0 0 3(1.7)
Headache 0 1(0.7) 0 0 1(0.6)
Hypoaesthesia 0 1(0.7) 0 0 1(0.6)
Myelopathy 0 1(0.7) 0 0 1(0.6)
Syncope 0 1(0.7) 0 0 1(0.6)
General Disorders and Administratio
Site Conditions, n (%) 0 2(1.4) 0 0 2(1.2)
Pyrexia 0 2(1.4) 0 0 2(1.2)
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Table S6: Number of patients who discontinued saghnt because of 1 or more treatment-emergent
adverse events through the final visit by MedDRAtsyn-organ class and preferred term; treated

patients
Infliximab (dose increase
Infliximab  Placebo— 5 mg/kg— All
Placeb8 5mg/kd 5mg/kd 10 mg/kd Infliximab®

Investigations, n (%) 0 2(1.4) 0 0 2(1.2)

Hepatic Enzyme Increased 0 1(0.7) 0 0 1(0.6)

Liver Function Test Abnormal 0 1(0.7) 0 0 1(0.6)
Pregnancy, Puerperium and Perinat:

Conditions, n (%) 3(2.1) 1(0.7) 0 1(11.1) 2(1.2)
Pregnancy 3(2.1) 1(0.7) 0 1(11.1) 2(1.2)

Blood and Lymphatic System

Disorders, n (%) 0 0 1(3.7) 0 1(0.6)

Pancytopenia 0 0 1(3.7) 0 1(0.6)
Respiratory, Thoracic and Mediastin.

Disorders, n (%) 0 1(0.7) 0 0 1(0.6)

Respiratory Distress 0 1(0.7) 0 0 1(0.6)
Neoplasms Benign, Malignant and

Unspecified (Incl Cysts and Polyps)

n (%) 2(1.4) 0 0 0 0
Renal Cancer 1(0.7) 0 0 0 0
Thyroid Cancer 1(0.7) 0 0 0 0

Surgical and Medical Procedures, n

(%) 1(0.7) 0 0 0 0

Intestinal Resection 1(0.7) 0 0 0 0

#Includes data up to the time of dose increas¢hfise who increased dose.
P Includes data from the time of dose increase ogwar
¢ Includes data from the time of the first Infliximadose onward.

Key: MeDRA, Medical dictionary for regulatory adties.
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