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INTRODUCTION

Behget’s disease (BD) is a rare, chronically recurring
multisystemic vasculitis disorder including recurrent oral
or genital ulcers, ocular lesions, skin manifestations, vascu-
lar lesions, and intestinal ulcers. Intestinal BD is diagnosed

Background/Aims: To date, there is no prospective study that specifically investigated the ef-
ficacy of infliximab in intestinal Behget's disease (BD). This study evaluated the efficacy of inflix-
imab in patients with moderate-to-severe active intestinal BD that are refractory to conventional
therapies.

Methods: This phase 3, interventional, open-label, single-arm study evaluated clinical outcomes
of infliximab treatment in patients with moderate-to-severe intestinal BD. The coprimary end-
points were clinical response, decrease in disease activity index for intestinal BD (DAIBD) score
>20 from weeks 0 to 8 for the induction therapy and week 32 for the maintenance therapy.

Results: A total of 33 patients entered the induction therapy and were treated with infliximab 5
mg/kg intravenously at weeks 0, 2, and 6. The mean DAIBD score changed from 90.8+40.1 at
week 0 to 40.3+36.4 at week 8, with a significant mean change of 50.5+£36.4 (95% confidence
interval, 37.5 to 63.4; p<0.001). Thirty-one (93.9%) continued to receive 5 mg/kg infliximab every
8 weeks during the maintenance therapy. The mean change in the DAIBD score after the main-
tenance therapy was statistically significant (61.5+38.5; 95% confidence interval, 46.0 to 77.1;
p<0.001, from weeks 0 to 32). The proportion of patients who maintained a clinical response was
92.3% at week 32. No severe adverse reactions occurred during the induction and maintenance
therapies.

Conclusions: This study provided evidence that infliximab 5 mg/kg induction and maintenance
therapies are efficacious and well-tolerated in patients with moderate-to-severe active intestinal BD.
(ClinicalTrials.gov identifier: NCT02505568) (Gut Liver 2023;17:777-785)
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when a patient with BD has both dominant intestinal
symptoms and typical intestinal ulcerative lesions on ob-
jective endoscopic examination.' Typical intestinal ulcer
of intestinal BD is oval and deep with a discrete border
primarily located in the ileocecal area. It causes abdominal
pain, gastrointestinal hemorrhage, and bowel perforation,
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possibly leading to fatality. Moreover, intestinal BD is often
refractory to conventional treatments, such as cortico-
steroids and immunomodulators.” Therefore, alternative
therapies are urgently needed.

Reportedly, T-cell immune response is skewed toward T
helper type 1 cell-dominance in intestinal BD and T helper
type 1 cell-associated cytokines play a critical role in its
pathogenesis.” Tumor necrosis factor-o. (TNF-a) overpro-
duction by specific T helper type 1 cell from the peripheral
blood in patients with intestinal BD has been confirmed,
which provides an immunological background for anti-
TNF-q therapy as a potential strategy for intestinal BD.*

Several case studies have reported that TNF-¢ inhibi-
tion or blocking can induce and maintain remission in
intestinal BD.® However, these studies had some limita-
tions, such as a small sample size, retrospective design, or
unspecified targets. Nonetheless, based on an open-label
uncontrolled phase 3 clinical trial conducted in Japan with
only 20 patients, adalimumab received regulatory approval
for the treatment of intestinal BD in Japan, Korea, and
Taiwan.”® A recent large-scale prospective real-world study
involving 473 patients in Japan demonstrated the long-
term safety and effectiveness of adalimumab in patients
with intestinal BD.” Infliximab received regulatory ap-
proval for treatment of intestinal BD in Japan based on the
phase 3 study of Japanese patients with three types of BD,
which had no hypothesis and included 11 patients with
intestinal BD." However, the efficacy and safety of inflix-
imab in intestinal BD have not yet been demonstrated via
a well-designed prospective study with larger sample size.
Therefore, there is still the need for more evidence that
infliximab is an effective and safe therapy for moderate-to-
severe active intestinal BD, particularly refractory to con-

ventional therapies. Inhibiting TNF-¢, and related inflam-
matory pathways through infliximab constitutes a novel
mechanism of action with substantial scientific rationale
supported by recent clinical data, which could be a promis-
ing therapeutic approach for intestinal BD.

Here, we conducted a phase 3 study to evaluate the
clinical outcomes of infliximab (Centocor BV, Leiden,
Netherlands) therapy in patients with moderate-to-severe
active intestinal BD refractory to conventional therapies.

MATERIALS AND METHODS

1. Ethical considerations

The study protocol was approved by institutional review
boards of all participating institutions including Severance
Hospital (approval number: 4-2015-0341) and was regis-
tered at www.clinicaltrials.gov (ClinicalTrials.gov identi-
tier: NCT02505568). Written patient consent form was
obtained from all patients or their legal representatives.
The study was conducted in accordance with the Ethical
Principles for Medical Research Involving Human Subjects
outlined in the Helsinki Declaration in 1975 (revised in
2000) and Good Clinical Practice.

2. Study design

This was an interventional, prospective, open-label, sin-
gle-arm study conducted at nine medical centers in Korea
from August 17, 2017, to July 13, 2018. All authors had ac-
cess to the study data and reviewed and approved the final
manuscript.

Patients were screened for eligibility 4 weeks prior to
enrollment. Thirty-three eligible patients underwent 8
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weeks of induction therapy and 24 weeks of maintenance
therapy, and safety evaluation 6 weeks after receiving the
last dose of infliximab. For the induction therapy, patients
were evaluated at weeks 0, 2, 6, and 8, and for maintenance
therapy, at weeks 14, 22, 30, and 32. At each visit, disease
activity index for intestinal BD (DAIBD), Crohn’s Disease
Activity Index (CDAI) scores, C-reactive protein (CRP)
levels, adverse events (AEs), and other clinical laboratory
assessments were obtained. Ileocolonoscopic images were
obtained during the screening phase or within 3 months
prior to week 0 and at week 32 (Fig. 1). Patients recorded
a diary card for 7 days prior to their study visits for the
evaluation of DAIBD and CDAL.

The coprimary efficacy objectives were the clinical re-
sponse, defined as 20 or more decrease in mean DAIBD
score from baseline to week 8 (induction therapy) and
week 32 (maintenance therapy), respectively. The sec-
ondary objectives were set as follows: changes in disease
activity; changes in CRP levels; mucosal healing based on
ileocolonoscopy; safety. Additional post hoc analysis was
performed to evaluate changes in extraintestinal manifes-
tations (EIMs).

3. Patients

Inclusion criteria were as follows: (1) age between 19
and 75 years; (2) moderate-to-severe active intestinal BD
with a DAIBD score of 240, and endoscopic evidence of
active intestinal BD within 3 months prior to week 0; (3)
either definite (typical intestinal ulcer with systematic BD)
or probable type of intestinal BD (typical intestinal ulcer
with oral ulcer only); or (4) failure of conventional thera-
pies using oral corticosteroids or immunomodulators."

Patients were excluded if they (1) had an abscess, drain-
ing stoma, or ostomy, (2) had complications of intestinal
BD anticipated to undergo surgery, or (3) received any type
of bowel resections within 6 months or any other intra-
abdominal surgeries within 3 months before week 0. Ad-
ditional exclusion criteria included patients who were pre-
viously treated with TNF-q targeting or non-autologous
stem cell therapies, or biologic agents depleting B or T
cells. Further details of inclusion/exclusion and withdrawal
criteria are described in the Supplementary Material.

4. Treatment regimen

Patients received 5 mg/kg infliximab infusion at weeks 0,
2, and 6 as the induction therapy and weeks 14, 22, and 30
as the maintenance therapy. Concomitant medications as
oral 5-aminosalicylic acids or conventional immunomodu-
lators (i.e., azathioprine, 6-mercaptopurine, or methotrex-
ate) administered at week 0 had to be maintained with a
stable dose throughout the study period. Oral corticoste-

roids at week 0 were maintained with a stable dose during
induction therapy. However, if clinical response was ob-
served during the maintenance therapy, these agents were
tapered and discontinued. Initiation of any concomitant
therapy for intestinal BD was not allowed throughout the
study, except premedications for management of infusion
reactions.

5. Assessments/measurements

The DAIBD consists of eight different intestinal BD-re-
lated variables: fever, abdominal mass, abdominal tender-
ness, intestinal complications, EIMs, general well-being,
abdominal pain, and the total number of liquid stools."
Clinical response was defined as a decrease of 20 points or
more in the mean DAIBD score from week 0. Clinical re-
mission was defined as a DAIBD score of <19." The CDAI
consists of eight different Crohn’s disease-related variables:
EIMs, abdominal mass, weight, hematocrit, use of anti-
diarrhea drug(s) and/or opiates, the total number of liquid
stools, abdominal pain/cramping, and general well-being."*
CDAI-70 responder was defined as patients with a reduc-
tion of 270 points in the CDAI score from week 0. Mucosal
healing was assessed using ileocolonoscopy by measuring
the longest diameter of the largest open ulcer of the ileum
and/or colon. Mucosal healing was evaluated by the central
review committee with still images captured from the ileo-
colonoscopy video, and improvement according to ulcer
size was classified into four grades: mucosal healing (grade
0), marked improvement (reduction to <1/4, grade 1),
improvement (reduction to <1/2 and >1/4, grade 2), and
no change or worse (reduction less than 1/2 or expansion,
grade 3).”

Safety was evaluated by monitoring AEs including
infusion reactions, infections, tuberculosis assessment,
concomitant medications, and abnormalities determined
using clinical laboratory tests, vital signs, physical exami-
nations, or electrocardiogram. The relatedness of AEs with
infliximab was assessed by the investigators.

6. Statistical analyses

Two analyses were planned with the modified intention-
to-treat using a fixed sequence to control multiplicity for
each therapy phase (Fig. 2). With a sample size of approxi-
mately 31 patients and using a two-sided, one-sample t-test
for both timepoints with an alpha level of 0.05, the power
was more than 99%.

Missing data were imputed with the last observation
carried forward for the post-week 0 DAIBD, CDAI, or
CRP values. Efficacy analyses were performed using the
modified intention-to-treat of each therapy. Safety analyses
included all patients receiving at least one administration
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Fig. 2. Patient flowchart.

for induction therapy and maintenance therapy each. Con-
tinuous and dichotomous variables are summarized with
descriptive statistics.

Two one-sample t-tests were performed for the copri-
mary endpoints. For exploratory purposes, post hoc
statistical testing for differences in CDAI, CRP, and the
proportion of EIMs between weeks 0 to 8 and 32 was per-
formed using paired t-test or Wilcoxon signed-rank test
for continuous variables and McNemar test for categorical
variables, as appropriate. Analyses were performed using
the statistical software package SAS 9.4 (SAS Institute,
Cary, NC, USA).

RESULTS

1. Patients

Of the 50 patients screened, 33 patients were enrolled
for the induction therapy, 31 (93.9%) continued to receive
maintenance therapy regardless of the response to the in-
duction therapy, and 27 completed the study (Fig. 2). Of
the 31 patients who received the infliximab maintenance
therapy, five patients who did not respond to the induc-
tion therapy were excluded from the maintenance therapy
analysis. Thus, 26 patients who responded to the inflix-
imab induction therapy were included in the maintenance
therapy analysis. The demographics and characteristics of
the patients at week 0 of each therapy are listed in Table 1.

At the screening, all 33 patients were found to have typi-
cal ulcers located in their terminal ileum/ileocecal valves
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Table 1. Patient Demographics and Clinical Characteristics

Induction Maintenance

Characteristics therapy (n=33) therapy (n=26)

Age, yr 50.8+12.3 52.2+12.7
Male sex 18 (54.5) 16 (61.5)
Body mass index, kg/m’* 22.5+£3.3 22.3+3.6
Disease duration, yr 5.4+4.8 6.74#5.5
Ulcer of intestinal BD

Typical ulcers 33(100) 26 (100)

Atypical ulcers 0 0
Type of intestinal BD

Definite 26/(78.8) 19(73.1)

Probable 7(21.2) 7(26.9)
Pre-study therapy related to intestinal BD"

Immunomodulators* 29 (87.9) 24(92.3)

5-ASA 29 (87.9) 22 (84.6)

Corticosteroids 22 (66.7) 18 (69.2)
Concomitant medication

Immunomodulators+5-ASA 14 (42.4) 10(38.5)

5-ASA 9(27.3) 8(30.8)

Immunomodulators 3(9.1) 3(11.5)

5-ASA+corticosteroids 3(9.1) 21(7.7)

Immunomodulators+ 2(6.1) 2(7.7)

corticosteroids
Immunomodulators+ 2(6.1) 1(3.8)
5-ASA+corticosteroids

Immunomodulators+5-ASA 14 (42.4) 10 (38.5)
DAIBD 90.8+40.1 94.2+37.8
CDAI 244.8+96.2 250.3£97.3
C-reactive protein, mg/L 20.1£36.1 20.7+40.4
Ulcer location

Terminal ileum or ileocecal valve 33(100) 26(100)

Cecum 3(9.1) 3(11.5)

Ascending colon 2(6.1) 2(7.7)

Transverse colon 1(3.0) 1(3.8)

Left-sided colon or rectum 0 0
Diameter of the largest open ulcer, cm 3.3¢1.9 3.0¢1.8

Data are presented as mean+SD or number (%). The disease dura-
tion, DAIBD, CDAI, and C-reactive protein are reported as the values
at week 0; others values are from the screening.

BD, Behcet's disease; 5-ASA, 5-aminosalicylic acid; DAIBD, disease
activity index for intestinal BD; CDAI, Crohn’s Disease Activity Index.
*Body mass index was based on the height at screening and weight
at week 0; "Pre-study therapies for intestinal BD were therapies that
were administered up to 3 months before the first dose of infliximab;
fImmunomodulators include azathioprine, 6-mercaptopurine or
methotrexate.

that were relatively large, with the mean diameter of the
largest ulcer being 3.3£1.9 cm. The mean CDAI value was
244.8496.2, and the mean CRP level was 20.1+36.1 mg/L,
showing moderate-to-severe clinical symptoms and a high
level of inflammation. The most common primary EIM
was the oral ulcer, reflecting the general feature of BD."
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2. Efficacy

The mean decrease in the DAIBD score of the induc-
tion therapy was more than 20, from 90.8+40.1 (week 0)
to 40.3+36.4 (week 8), with a statistically significant mean
change of 50.5%36.4 (95% confidence interval, 37.5 to
63.4; p<0.001) (Table 1, Fig. 3A). The proportion of pa-
tients with clinical response was 75.8% and 78.8%, and the
proportion of patients with clinical remission was 15.2%
and 30.3% at weeks 2 and 8, respectively. At week 8, the
percentage of CDAI-70 responders was 72.7% (Fig. 3B)
and the mean change in the CDAI score from week 0 was
110.7487.9 (p<0.001) (Fig. 3C). The mean change in the
CRP concentration was 15.7+34.3 mg/L. The percent-
age of patients with at least one EIM was 81.8% at week 0,
which decreased to 24.2% at week 8. The most common
EIM, oral ulcer, found in 60.6% of the patients at week 0,
decreased to 12.1% at week 8 (Fig. 3D).

Mean DAIBD score

No. of patients
3333 3333 26 26 26 26

C

350 1
300 A
2448
250
200 A

150 5

Mean CDAI score

100 -
50 ~

0o 2 6 8 14 22 30 32
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Maintenance therapy demonstrated a sustained clinical
response in 26 patients who responded to the induction
therapy. The mean DAIBD score changed from 94.2+37.8
(week 0) to 32.7+32.1 (week 32) with a statistically signifi-
cant mean change of 61.5+38.5 (95% confidence interval,
46.0 to 77.1; p<0.001) (Table 1, Fig. 3A). The proportion
of patients with clinical response was 92.3% at both weeks
14 and 32, and that of patients with clinical remission
was 30.8% and 38.5% at weeks 14 and 32, respectively.
The mean time to achieve the first clinical remission was
65.4162.2 days after the first infliximab administration. At
week 32, the percentage of CDAI-70 responders was 84.6%
(Fig. 3B), the mean change in CDAI score from week 0
was 151.3+83.3 (p<0.001) (Fig. 3C), and the mean change
in CRP concentration was 16.1+35.7 mg/L (p<0.001). The
percentage of patients with at least one EIM decreased to
20.8% at week 32, during which all EIMs disappeared, ex-
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No. of patients
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Oral ulcer | Genital ulcer| Eye lesion | Skin lesion | Arthralgia

Week 0 (n=33) 60.6 9.1 0.0 18.2 424
Week 8 (n=33) 12.1 0.0 0.0 0.0 12.1
Week 32 (n=24) 0.0 0.0 0.0 0.0 208

Fig. 3. Changes in the mean DAIBD and CDAI scores and EIMs. (A) DAIBD score (meanzSD) after visits. (B) Percentage (95% confidence interval)
with a CDAI-70 response after the visit. (C) Changes in the mean CDAI score after the visits. (D) Changes in EIMs.
DAIBD, disease activity index for intestinal Behcet's disease; CDAI, Crohn’s Disease Activity Index; EIMs, extraintestinal manifestations. *Statistical

testing was performed at weeks 8 and 32. Both are p<0.001.
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cept arthralgia (Fig. 3D).

Regarding the mucosal healing of the 24 patients with
ileocolonoscopy results in the maintenance therapy, the
mean diameters of the largest open ulcer at weeks 0 and 32
were 3.0+1.8 cm and 0.9£1.0 cm, respectively, in the ter-
minal ileum/ileocecal valve (Table 1). The mean reduction
ratio of open ulcers from weeks 0 to 32 was 0.7+0.4. Ac-
cording to the predefined mucosal healing grades, 37.5%
of the 24 patients achieved mucosal healing (Fig. 4A).
Representative endoscopic images of the terminal ileum/
ileocecal valve of a patient who achieved mucosal healing
are presented in Fig. 4B.

3. Safety

Overall, infliximab therapy was generally well-tolerated
without any new safety issues (Table 2). Treatment-related
AEs were reported in 45.5% and 45.2% of patients during
the induction and maintenance therapies, respectively.
There were no serious AEs related to infliximab observed
during both induction and maintenance therapies. Two
patients experienced infusion reactions, such as pruritus,
rash, paresthesia, and dyspnea. Six patients had infections
including nasopharyngitis, anal abscess, and cystitis, which
were not considered related to infliximab. Two patients
withdrew from the study due to AEs as follows: pruritus
as an infusion reaction and detection of breast cancer. The
latter was assessed to have an improbable association with
infliximab therapy.

DISCUSSION

In this study, we showed that infliximab considerably
reduced DAIBD and CDALI scores in patients with mod-
erate-to-severe active intestinal BD refractory to conven-

A

[ Grade 2. Improvement

Il Grade 0. Mucosal healing
[1 Grade 1. Marked improvement

Il Grade 3. No change or worse

tional therapies. Intestinal BD is frequently associated with
severe symptoms, such as abdominal pain, perforation,
and bleeding.'® A considerable number of patients fail to

Table 2. Adverse Events

Induction Maintenance

Adverse events therapy (n=33) therapy (n=31)

Treatment-emergent adverse 15 (45.5) 14 (45.2)
events*
Adverse events considered related 1(3.0) 5(16.1)
to infliximab
Treatment-emergent serious 2(6.1) 4(12.9)
adverse events
Abdominal pain 1(3.0) 3(9.7)
Asthenia 1(3.0) 0
Angina pectoris 0 1(3.2)
Breast cancer 0 1(3.2)
Serious adverse events considered 0 0
related to infliximab
Adverse events leading to early 0 2(6.5)
discontinuation
Infusion reactions 0 2(6.5)
Pruritus 0 1(3.2)
Rash 0 1(3.2)
Paresthesia 0 1(3.2)
Dyspnea 0 1(3.2)
Infections 3(9.1) 6(19.4)
Onychomycosis 1(3.0) 0
Clostridium difficile infection 1(3.0) 0
Nasopharyngitis 1(3.0) 4(12.9)
Anal abscess 0 1(3.2)
Cystitis 0 1(3.2)

Data are presented as number (%).

*A treatment-emergent adverse event was defined as any event that
was not present prior to the initiation of infliximab or any already-
present event that worsened in either intensity or frequency following
exposure to infliximab, regardless of its relationship to infliximab.

Week 0

Week 32

Fig. 4. Grade of endoscopic improvement and representative endoscopic images with mucosal healing. (A) Proportion of patients with endoscopic
improvement at week 32. Twenty-four patients with ileocolonoscopy results obtained both in the screening phase and at week 32 were included
for the mucosal healing evaluation. (B) Representative ileocolonoscopic still images of the terminal ileum/ileocecal valve of a patient who achieved
mucosal healing during the study. At week 0, the diameter of the largest open ulcer was 2.0 cm. At week 32, no ulcer was observed.
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respond to conventional treatments, such as corticosteroids
and/or immunomodulatory agents, including thiopurines
and methotrexate. Currently, no treatment is recognized as
the standard of care for such patients because the acquisi-
tion of robust data on therapeutic options has been lim-
ited by the rarity of the disease and lack of well-designed
studies. However, mounting evidence shows that anti-
TNF-q. therapy may be efficacious in intestinal BD.’ In a
retrospective study of 28 Korean patients with moderate-
to-severe active intestinal BD, infliximab demonstrated
a rapid clinical response, which was maintained until 54
weeks.” Additionally, the first phase 3 study of infliximab
in 11 Japanese patients with intestinal BD (a total of 18 pa-
tients with BD) showed complete response without clinical
symptoms.'’ The above findings suggested that infliximab
is a potent treatment option for intestinal BD and merited
additional study.

Here, significant symptomatic improvement was ob-
served as early as week 2, the first evaluation after the first
infusion of infliximab (Fig. 3A and C). The induction ther-
apy demonstrated a significant mean decrease of 50.5 in
the DAIBD score, with 78.8% of patients exhibiting clinical
response and 30.3% exhibiting clinical remission. These
significant clinical improvements were maintained during
additional 24 weeks of maintenance therapy, with a mean
decrease of 61.5 in the DAIBD score, 92.3% of patients
showing a clinical response, and 38.5% of patients showing
clinical remission. Moreover, this rapid and sustained im-
provement was also observed in terms of CDAI and CRP
throughout the study. The considerable reduction of CRP
level, as a biomarker for inflammation level and disease
prognosis for intestinal BD, was comparable with previous
findings from studies with TNF-q inhibitors including inf-
liximab in patients with intestinal BD."""*°

EIMs occur frequently in patients with inflammatory
bowel disease over the course of the disease, with a major
impact on the quality of life, the incidence of morbidi-
ties, and disability.”"* Previous studies reported that these
EIMs are mostly responsive to anti-TNF-¢ agents.” As a
multisystemic disease, intestinal BD is associated with vari-
ous EIMs similar to inflammatory bowel disease; however,
related studies are very limited. In our study, the number of
EIMs per patient and the proportion of patients with EIMs
were reduced significantly following induction therapy
and the response was well maintained via the maintenance
therapy. The most common EIM among patients with
intestinal BD was oral ulcer at week 0, and no patients
reported oral ulcer after 32 weeks of infliximab treatment.
Our study showed that infliximab therapy improved EIMs
significantly, suggesting that infliximab can be an effective
treatment for systemic BD. This was also proven in a previ-

ous study of Japanese patients with intestinal, neurological,
and vascular BD."

Recently, mucosal healing has been widely accepted
as an important treatment goal in the management of in-
flammatory bowel disease because it can predict a higher
chance of maintaining clinical remission and a lower rate
of inflammatory bowel disease-related hospitalization.”
It is also suggested as an ultimate therapeutic goal in the
management of intestinal BD as an independent factor
predictive of long-term prognosis.”” According to the ileo-
colonoscopic outcomes in this study, mucosal healing was
observed in 37.5% of patients following the 32-week inflix-
imab treatment, suggesting that infliximab can induce mu-
cosal healing, leading to a favorable long-term prognosis in
patients with intestinal BD.

Infliximab was well-tolerated in the present study and
exhibited a safety profile similar to that established in other
approved indications, including Crohn’s disease and ulcer-
ative colitis.”

The limitations of this study include small sample size
and single-arm design. However, considering the rare
prevalence of intestinal BD, conducting of a large-scale
study with a control arm is technically not feasible. More-
over, it is considered unethical to have a control arm in the
absence of standard treatment for patients with moderate-
to-severe intestinal BD who failed oral corticosteroids or
immunomodulators. Second, although DAIBD is currently
the only validated index for clinical disease activity and
response evaluation following medical therapy in intes-
tinal BD,"” the optimal index remains undetermined. To
complement, we evaluated CDALI as a secondary outcome
and found that CDAI was well correlated with DAIBD.

In summary, infliximab was generally well-tolerated
and efficacious in moderate-to-severe active intestinal BD
in Korean patients who showed an inadequate response to
prior treatments with at least one oral corticosteroid, aza-
thioprine, 6-mercaptopurine, or methotrexate. Infliximab
treatment demonstrated a fast and robust improvement in
clinical response based on the DAIBD score, CDAI score,
and CRP levels as early as 2 weeks following the first in-
fusion. The rapid clinical response was well maintained
throughout the 32 weeks of study. Moreover, infliximab
showed clinical improvement in EIMs, and mucosal heal-
ing through endoscopic outcomes. Such consistent and de-
finitive evidence demonstrates that both infliximab induc-
tion and maintenance therapies are effective in moderate-
to-severe active intestinal BD.
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